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Diarrhea relieved quickly—and effectively 


CREMOMYCIN. 


SULFASUXIDINE®-NEOMYCIN SUSPENSION WITH KAOLIN AND PECTIN 


The urgency of sudden diarrheal spasm is quickly 
controlled with CREMOMYCIN. Both bacillary 
and nonspecific diarrheas respond to palatable 
CREMOMYCIN— often after only a few doses. 
Neomycin and Sulfasuxidine have an antibacte- 
rial action which is concentrated in the gut. 
Kaolin and pectin soothe the inflamed mucosa, 
adsorb the toxins, quiet the irritated intestine. 
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Chart shows course of hypertensive 
patient over 31/2 years. Red area shows pressure before treat- 
ment—as high as 270/150. Black area shows response to Serpasil 
and Apresoline therapy. This favorable response to Serpasil/ 
Apresoline was achieved with a maximum of only 100 mg. Apresoline 
daily, a dose so low as to virtually eliminate side effects. 
(Chart adapted from Wilkins, R.W.: Ann. New York Acad. Sc. 59: 
36, 1954.) When blood pressure must come down, consider Serpasil- 
Apresoline combination tablets. Serpasil®Apresoline® HCl 
(reserpine-hydralazine HCl CIBA). C [ B A Summit, N.J. 
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APHTHOUS STOMATITIS 


Q. For the past six or seven years, a 2] year 
old man has had recurrent ulcerative stomatitis. 
There are intervals of perhaps a week or so when 
his mouth is relatively clear of ulcers; but at 
other times his mouth becomes quite sore, with 
ulcers on the tongue, mucous membrane of the 
lips, roof of the mouth, and as far back as the 
throat. Every type of local treatment has been 
tried. At present, we are using vitamins and 
smallpox vaccinations every five to seven days 
for a total of 10 vaccinations; however, thus far, 
the results have been disappointing. Is there any 
other treatment which might be effective? 
M.D.—Ohio 


A. Opinions vary in the matter of the condition 
described. Aphthous stomatitis very commonly 
results from an allergic reaction. When a patient 
is troubled to the extent described, it is advisable 
to conduct a very careful survey of the particu- 
lar foods which, when ingested, appear to cause 
the oral ulcerations. Chocolate, nuts (especially 
pecans), certain fruit juices and, at times, ex- 
cessive amounts of carbohydrates are usually 
responsible. 

Cortisone has been known to bring about con- 
siderable temporary improvement in some cases 
of aphthous stomatitis. 


©@ MENTAL DULLING IN THE ALLERGIC PATIENT 


Q. I have observed that mental dulling, some- 
times accompanied by mild headache, is often 
the most distressing complaint of patients allergic 
to such things as ragweed, grasses, bacteria and 
foods, either on usual exposure or when desensi- 


westions answered 


Readers may send questions from 
their own practice or other medical 
problems which will be answered 
by qualified consultants. Replies are 
forwarded by mail immediately and 
selected questions and answers are 
published each month in this section. 


tized. This may be the last symptom to disappear 
or may remain even after desensitization. What 
is the cause, pathogenesis and primary treatment 
of this symptom? 

M.D.—Oregon 


A. Unquestionably, this complaint is one that 
the allergic patient seldom describes. Textbooks 
make little mention of this phase. 

Among the several reasons for this symptom 
is lack of sleep. A very stuffy nose does not per- 
mit the patient to sleep through the night. Fur- 
thermore, the inability to breathe properly makes 
aeration of the blood more difficult. Stasis re- 
sults with a general slowing up of all functions. 
In addition, many antihistaminic drugs have a 
depressing effect. 


© HORMONE THERAPY IN HYPOGONADISM 


Q. The patient is a 12 year old boy who has 
grown large and rather fat. His parents have no- 
ticed that his genitals are not of a size compara- 
ble to his general development and the question 
of hypogonadism has been raised. Can one use 
androgens without danger and, if so, in what 
dosage? 
M.D.—Uruguay 


A, In reply to this inquiry, I would assume 
that the testicles have descended. When one testi- 
cle has not descended or hypogonadism is evi- 
dent or when both these conditions are present, 
we use ANTUITRIN-S®, giving 500 to 1000 units 
intramuscularly or subcutaneously two or three 
times a week. This dosage is decreased as im- 
provement occurs. 
(Continued on page A-22) 
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©@ READER COMMENTS ON VALUE 
OF ULTRASONIC THERAPY 


To THE EpiTor: 

I should like to comment on two questions 
which were answered in your November issue. 
The first concerns the use of diathermy and ultra- 
sonic therapy by the general practitioner. In my 
opinion, ultrasonic therapy is far superior for 
general practitioners than is diathermy. 

If the recent literature is consulted, it can be 
shown that for the “run-of-the-mill” patient ultra- 
sonic therapy offers the following advantages: 

1. Duration of treatment is very short despite 
the fact that the applicator head must be con- 
stantly rotated every three to five minutes, com- 
pared with 20 minutes for diathermy. 

2. With ultrasonics the patient cannot be in- 
jured thermally because he can instantly tell you 
when the intensity is too great, whereas dia- 
thermy can result in dermal burns without the 
patient’s really being aware of it. 

3. Indications for ultrasonic therapy far out- 
number those for diathermy, especially for the 
general practitioner, and at present it is the treat- 
ment of choice for bursitis, a most common com- 
plaint. Other areas are the arthritides, rheumatic 
conditions, some of the peripheral nervous dis- 

_ eases and superficial pyogenic infections. 

There are certainly many areas in which dia- 
thermy and ultrasonic therapy can overlap, and 
a few instances where diathermy is the treat- 
ment of choice. Therefore, it seems to me that 
ultrasonic therapy has a distinct advantage over 
diathermy, especially for the general practition- 
er, and I disagree with your consultant’s reply 
that diathermy “provides greater versatility in 
the treatment of numerous neuromuscular and 
orthopedic conditions.” 

The second answer on which I wish to com- 
ment concerns the gravid woman with no prior 
history of syphilis who was found to have a posi- 
tive serology. Your consultant states that treat- 
ment should be started immediately and fully. I 
would like to say that the presence of a positive 
serology certainly does not mean that the patient 
has a luetic infection. Being in charge of a vene- 
real disease clinic for four years has shown me 
many examples of biologic false positives which 
have been treated repeatedly, causing a great deal 
of psychologic trauma to the patient, not to men- 
tion the muscular trauma. With the advent of 

Treponema pallidum immobilization tests we are 
finding more and more cases in which the pa- 


Your Questions Answered 


tients have had positive serologic tests and re. 
ceived treatment when, in fact, the tests’ results 
have been biologically false positive. 
L. M. LIEBERMAN, M.D. 
Hampton, Virginia 


SILICOTUBERCULOSIS 


Q. A 47 year old man who had worked for 17 
years in the hard-rock mining industry showed 
x-ray evidence of minimal silicosis. He had had 
increasing respiratory difficulty—shortness of 
breath—and was admitted to the hospital with 
an acute pneumonic process in the lung. Although 
this was cleared up by use of penicillin, the 
sputum obtained showed tubercle bacilli, and in- 
filtration persisted in the left base. The condi- 
tion was diagnosed as silicotuberculosis, and was 
treated successfully in a sanatorium. Atelectasis 
necessitated subsequent removal of the left lower 
lobe, which showed evidence of silicosis and 
tuberculosis. 

I would like to know if silicosis always leads 
to the development of tuberculosis, and, if this is 
true, if the present increased disability in the 
case which I have described is compensable. 


M.D.—Quebec 


A. All animal investigations and clinical sur- 
veys have proved that silicotic lungs are more 
susceptible to tuberculosis than are normal lungs. 
Most industrial commissions maintain that active 
tuberculosis occurring with silicosis is an occu- 
pational disease. 

In the case described, it seems likely that the 
increased disability resulting from the lobectomy 
also is attributable to the silicosis. If the disabil- 
ity is sufficient to result in loss of wages and in 
decreased capacity for work, the patient is en- 
titled to compensation. 


© BRONCHIAL ASTHMA 


Q. When is DEMEROL® indicated in the treat- 
ment of bronchial asthma? 


M.D.—Puerto Rico 


A. In my opinion Demerol should never be 
used in the treatment of bronchial asthma. Any 
drug that deadens the cough reflex and slows 
respiration is contraindicated. In addition, the 
danger of addiction must be considered since 
you are dealing with a disease that may be long- 
lasting. In sedation, chloral hydrate (10 gr.) is 
a safe and excellent drug. 
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POSTGRADUATE MEDICINE’S REPORT of late news of interest to practicing physicians 


RADIOLOGY 


High lights of the 43rd annual meeting of the Radiological Society of North 
America: 

@ A five year survival rate of 34 per cent has been recorded in cases of 
prostatic cancer treated with radioactive gold. While not impressive, the statistics 
include elderly patients who have intercurrent diseases. Other patients had been 
treated for their malignancy by other methods for variable periods ranging up 
to eight years.—Dr. H. B. Elkins, University of Iowa, Iowa City. 

@ Obstructive pulmonary emphysema is a definite, single disease and not a 
wide variety of lung diseases given a collective name. as has been widely be- 
lieved.—Dr. Hurst B. Hatch, New Orleans. 


PURLIC HEALTH 


Hich lights of the 85th meeting of the American Public Health Association: 

@ A review of 4.2 million births shows the risk of mental retardation is 
greatest for children conceived in the early summer. The relationship between 
temperature and intellectual performance might be influenced by the fact that 
the diet of the mothers may be poor in the hotter months.—Dr. Hilda R. Kno- 
boch, Ohio State University, Columbus. 

@ Supplementation of flour with lysine can convert the “low efficiency” pro- 
tein found in bread and wheat cereals into “high efficiency” protein similar to 
that in meat and milk. Required ratio is 0.25 Ib. of lysine to 100 Ib. of wheat 
flour.—N. W. Flodin, Ph.D., E. I. DuPont de Nemours & Co., Wilmington, Del. 


GENERAL SCIENCES 


High lights of the semiannual meeting of the National Academy of Sciences: 

@ A study of a group of male alcoholics showed blood levels of sodium, cal- 
cium, potassium, sugar and other chemical elements to be significantly different 
from those in a group of normal persons. While the evidence is far from complete, 
there is strong presumption that a number of these items are genetically con- 
trolled—Dr. Roger J. Williams, University of Texas, Austin. 

@ Prolonged use of today’s common drugs, such as sulfonamides, barbitu- 
rates, female hormones and others, caused permanent damage to experimental! 
rats, probably to the hypothalamus. Daily records of the animals’ running activity 
and food and water intake indicated the damage.—Dr. Curt P. Richter, The 
Johns Hopkins Hospital. Baltimore. 
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GENERAL PRACTICE 


High lights of the 25th annual meeting of the Omaha Mid-West Clinical Society: 

® Even when gastric lesions give every indication of being benign, great care 
must be exercised to rule out malignancy. This can only be done by strict medi- 
cal treatment in the hospital, with careful follow-up studies to demonstrate 
prompt, complete and permanent healing, or by surgical exploration and resec- 
tion.—Dr. Eric E. Wollaeger, Mayo Clinic, Rochester, Minn. 

@ Malignant disease of the ears, nose and throat is deceptive because symp- 
toms are identical to those of nervous exhaustion. External ear malignancy is 
visible early. Middle ear cancer makes itself known by the symptoms of dis- 
charge, bleeding, deafness, vertigo and tinnitus. Nasal cancer warns with com- 
plaints of discharge, obstruction, bleeding and anosmia. As a rule, sinus malig- 
nancy remains asymptomatic until the case is hopeless. Exophthalmos, nasa! 
polyposis and bleeding may be warning signals. Dysphonia and the sensation of 
a lump in the throat may point the way to discovery of a laryngeal or pharyngea! 
tumor.—Dr. G. O’Neil Proud, University of Kansas, Kansas City. 


OPHTHALMOLOGY-OTOLARYNGOLOGY 


High lights of the annual meeting of the American Academy of Ophthalmology 
and Otolaryngology: 

@ An abnormal pressure within the skull, simulating a tumor of the brain, 
primarily affects the eye and may cause blindness. When no tumor can be found. 
two causes have been suggested: infections of the upper respiratory tract and 
metabolic disturbance. Treatment usually consists of relieving the pressure by 
operation. In some cases spinal fluid is removed through a puncture in the lower 
part of the spine, while in others the surgeon removes a bit of bone from the 
skull. The designation “pseudotumor of the brain” is suggested, since the main 
diagnostic problem is to differentiate this lesion from a real tumor.—Dr. J. Law- 
ton Smith, Wilmer Ophthalmological Institute, The Johns Hopkins University. 
Baltimore. 

@ Diabetes may be the cause of some cases of sudden paralysis of certain 
muscles of the eye. The condition improves when the diabetes is controlled.— 
Dr. Daniel Snydacker, Chicago. 

@® Glaucoma is easily overlooked because the pressure varies from normal to 
abnormal levels at different hours of the day. The high pressure may even dis- 
appear at times. Tonometry should be used as a screening test and be followed 
by other tests to confirm the diagnosis and to assist in planning treatment.—Dr. 
E. LeRoy Porter, Urbana, I11. 


CANCER OF HEAD AND NECK 


High lights of the Symposium on Cancer of the Head and Neck, annual scientific 
session of the American Cancer Society: 

@ Nearly all operable malignancies of the head and neck, excepting the very 
sensitive lesions, are best treated by means of supervoltage. It is in this area the 
radiotherapist does some of his best work. He can cure many patients when the 
surgeon cannot attempt even palliative measures.—Dr. J. W. J. Carpender, Uni- 
versity of Chicago, Chicago. 

@® Experience with 15,000 anesthesias for radical surgery about the head and 
neck indicates that lack of coughing, bucking, trauma, anoxia and hypercapnia 
during the induction, intubation and conduct of anesthesia is more important 
than the anesthetic agent in avoiding complications. Instillation of a topical an- 
esthetic agent through the cricothyroid membrane prior to intubation facilitates 
smooth anesthesia —Dr. Olga Schweizer, Memorial Center for Cancer and Allied 
Diseases, New York. 
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effective in 6 out of 7 cases of functional vomiting'— often 
associated with intestinal “‘flu'’ or G.I. grippe. Rapidly effec- 
tive...economical...and safe physiologic action usually 
eliminates need for potentially hazardous antiemetic drugs. 
Also established fot safe relief of “morning sickness.’’? 


Dose: children, | or 2 tsp.; adults, | or 2 tbsp.; repeat at 15-minute 
intervals until vomiting ceases. In bottles of 3 and 16 fl.oz. containing 
balanced amounts of levulose and dextrose with orthophosphoric acid | 
at optimally adjusted pH. DO NOT DILUTE. 


. Bradley, J. E., et al.: J. a 38:41, 1951. 2. Crunden, A. B., Jr., and Davis, W. A.: 
Am. J. Obst. & Gynec. 65:31 1, 
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The Blue Bull Forgeries 


C. D. BROOKS* 


Birmingham, Alabama 


Tue “Blue Bull Case” 
has undoubtedly pro- 
voked more puzzled 
smiles and provided 
more humorous inci- 
dents than any other 
dozen cases in my ex- 
perience. The problem of 
document examination 
was absurdly simple al- 
though it did have some 
unusual features. How- 
ever, during five years of 
trial after trial, hung juries and delays, I learned 
that a “blue bull” was not in the same category 
as “pink elephants”; I saw a packed courtroom 
of jurors and spectators made a captive audience 
for a congressman’s re-election oratory; the judge 
dozed in the midst of a trial; and I met and 
could not help liking the handsome young rogue 
who could neither read nor write but who could 
and did execute a passable forgery. 

The facetious-sounding title, “Blue Bull Case.” 
actually originated among the lawyers and court- 
room officials who used the phrase to designate a 
single indictment among eight similar ones. A 
résumé of the background and circumstances of 


Cc. D. BROOKS 


*Examiner of Questioned Documents, Birmingham, Alabama. 


this case will show the appropriateness of the 
peculiar cognomen as well as provide a basis for 
consideration of the handwriting problem. 

In southwestern Alabama, less than 100 miles 
from the populous seaport of Mobile, there were 
still some sparsely settled areas in which were 
scattered farms among several thousand acres of 
timberland. These small farms were not fertile 
and naturally the inhabitants of this area were 
backward, unlettered and generally just a bit 
disrespectful of “the law.” 

Thousands of cattle roamed these timberlands 
as an open range. Many of the local families had 
one or two cows grazing in the woods nearby but 
only a few people were able to raise cattle in 
quantities sufficient to call it a business. The 
plentiful trees and underbrush and the short dis- 
tances to suitable markets made it altogether 
too easy to steal cattle profitably. However, with 
some luck a resourceful, industrious and suff- 
ciently feared man who had some friends and 
relatives scattered over the countryside to help 
him prevent these thefts could make a living out 
of cattle raising. And, if he was not too honest 
himself, he might prosper. 

Charlie Allen was such a cattle raiser. He had 
several brothers living in the area, all of whom 
had reputations for lawlessness. Grady Allen, the 

(Continued on page A-40) 
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(PENTAERYTHRITOL TETRANITRATE) (nvoRoxyzine) 


freedom from 
anginal attacks with a shelter of 


tranquility 
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sa In pain. Anxious. Fearful. On the road to cardiac ; 
r invalidism. These are the pathways of > 
s angina patients. For fear and pain are inexorably | 
d linked in the angina syndrome. 
, For angina patients— perhaps the next one who 
: enters your office—won’t you consider new 
q CARTRAX? This doubly effective therapy combines 
r PETN (pentaerythritol tetranitrate) for lasting 
h vasodilation and ATARAX for peace of mind. 
: Thus CARTRAX relieves not only the anginal pain 
. but reduces the concomitant anxiety. 
p 
t Dosage and supplied: begin with | to 2 yellow CARTRAX 
t “10” tablets (10 mg. PETN plus 10 mg. ATARAX) 3 to 4 times 
daily. When indicated, this may be increased for more 
optimal effect by switching to pink CaRTRAx “20” tablets 
1 (20 mg. PETN plus 10 mg. ATARAX.) For convenience, write 
n “CARTRAX 10” or “CARTRAX 20.” In bottles of 100. 
p CARTRAX should be taken 30 to 60 minutes before meals, on 
a continuous dosage schedule. Use pETN preparations 
with caution in glaucoma. ; 
“Cardiac patients who show significant manifestations of | 
anxiety should receive ataractic treatment as part of the 
therapeutic approach to the cardiac problem.”! 
New York 17, New York 1. Waldman, S., and Pelner, L.: Am. Pract. & Digest Treat. 8:1075 (July) 1957. 
Division, Chas. Pfizer & Co., Inc. * TRADEMARK 
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principal defendant in these cases, was Charlie’s 
youngest brother. He had been orphaned while 
still quite young and had been reared in Charlie’s 
home. Grady never went to school. Charlie had 
had very little formal education and apparently 
made little effort to provide Grady with “book 
larnin’.” It should not be construed from this 
that Charlie neglected Grady. Charlie probably 
considered himself a success in spite of his “edu- 
cation” and he did teach Grady all he knew 
about the cattle business, including the business- 
required ability to sign his name. This is impor- 
tant: Grady C. Allen could sign his own name 
but beyond that was completely illiterate and he 
had received training from his brother, Charlie 
G. Allen, in order to effect this accomplishment. 

When Grady was 17 or 18 years old, Charlie 
had a paralytic stroke. He could ride horseback 
but was unable to get about on foot—a circum- 
stance which was to become significant. 

Most of the work of carrying on Charlie’s cat- 
tle business was left in Grady’s hands. His new 
responsibilities were to keep an eye on the stock, 
locate markets, round up the cattle, and transport 
them to market by truck. 

During the next few years, Grady became pros- 
perous in his own right. He was a handsome. 
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virile, affable and even dashing young brute. Six 
feet tall and well proportioned, happy and care- 
free, with expensive clothes and fine automo- 
biles, extreme good looks and an extraordinary 
personality, he had won a host of friends, male 
and female, and surprisingly few enemies, for 
miles around. 

At the time of these trials there was no doubt 
in the public mind that “Dock” (he had picked up 
this nickname somewhere and it was universally 
used) was mixed up in various criminal activi- 
ties, including bootlegging and gambling. Among 
the spectators at the early trials were many obvi- 
ous admirers, including quite a few women, yet 
in no sense were they well-wishers. They would 
not have been dismayed had “Dock” immediately 
been found guilty and sent to the penitentiary. 
Dock radiated such self-confidence that no one 
would have thought of offering him sympathy. 

During the trials, Dock conducted himself with 
all the aplomb of a seasoned politician. He was 
quiet and respectful in court, while court was 
in session, and during the recesses he affably 
greeted spectators, friends and witnesses, even 
the opposing ones. 

As an example: During a recess after I had 
(Continued on page A-42) 
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testified at one of the early trials the witness 
room doors were open and there was consider- 
able milling about. Dock drifted into the room 
where most of the State witnesses were gathered 
and greeted everyone pleasantly and even heartily 
and a few individually. In the midst of all this, 
Dock came over to me and proclaimed quite 
jocularly, in a tone and manner completely de- 
void of ill will, “Man, what are you trying to do 
to me? The State hasn’t got any other evidence 
that they can make stick but after listening to 
you they may send me to the penitentiary.” Ev- 
erybody laughed heartily with him. He did not 
make the coarse gesture, but it was as though he 
had put his arm around my shoulders while he 
praised me to his friends. 

This case opened in August 1943 when C. G. 
Allen signed a complaint charging that Grady C. 
(Dock) Allen had stolen cattle from him. A war- 
rant was issued in Clarke County, Alabama, and 
Grady was arrested in nearby Mississippi. He 
waived extradition and was returned to Alabama. 

A habeas corpus petition was filed and a hear- 
ing held shortly thereafter. Grady was ordered 
held under bond for grand jury investigation. 
Subsequently the Clarke County Grand Jury re- 
turned eight indictments for grand larceny, each 
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charging that Grady Allen, alias Dock Allen, with 
various others helping, stole several cattle (actu- 
ally a small truck load) and sold them to various 
buyers. 

Evidence in support of each indictment in- 
cluded, besides the oral testimony, one bill of 
sale (on the official forms of the Alabama De- 
partment of Agriculture) for the several cattle in 
each truck bearing the purported signature “C. 
G. Allen” as “owner” and as a witness the signa- 
ture of whichever helper Grady had with him at 
the time of delivery. 

The testimony indicated the buyers were in- 
nocent. Some knew Charlie or Grady by sight 
but they assumed that Grady was hauling for 
Charlie as usual. 

Before the cases could be tried, Charlie and 
Grady rode horseback into the timberlands to- 
gether one day and Grady rode back alone. He 
reportedly said later that Charlie had fallen from 
his horse in the remote forest. If true, Grady’s 
leaving him there was tantamount to murder 
since Charlie could not walk or remount. When 
Charlie was found, he was dead, with some 30 
knife wounds in his body. During the extensive 
investigations several persons besides Dock were 
(Continued on page A-44) 
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suspected of complicity but adequate proof was 
never obtained. 

For the circuit court trials, therefore, the State 
had to depend on the testimony Charlie had given 
at the habeas corpus hearings. 

I became involved in these cases in a some- 
what unusual but not entirely unique manner. 
On October 14, 1943, the solicitor (prosecuting 
attorney) wrote the director of our department 
citing a brief history of this case, adding that 
he (the solicitor) had heard that Dock Allen 
now claimed to have a document purportedly 
signed by Charlie authorizing Dock to dispose 
of the cattle. The solicitor, Mr. A. S. Johnson. 
requested that I be in Grove Hill the next Mon- 
day morning, October 18, with “such equipment 
as he may need . . . to make comparison of sig- 
natures and see that he does not get by with a 
forged document.” Consequently, I was on hand 
Monday, with such appropriate equipment as I 
had been able to transport set up in a room in 
the local hostelry. 

Dock Allen was represented by able counsel 
and quite naturally there was considerable legal 
maneuvering the first day. During these pre- 
liminaries the State discovered some new facts 
which changed the picture somewhat. 

Charlie had had several hundred head of cat- 
tle on the unfenced range. His and Grady’s moth- 
er had owned a few head, and when she died 
some years before (intestate, of course) Charlie 
had put them with his own. Since they had ranged 
wildly, and all were the common scrub variety 
of “red” cattle, the possibility that any one ani- 
mal was an offspring of their mother’s stock 
made Grady a “possible” part owner. This raised 
a “reasonable doubt” as to Grady’s guilt and 
seven of the eight indictments were set aside. 

In one truck load, however, Grady had round- 
ed up and sold a Jersey bull of a distinctive 
bluish coloration, which was striking enough to 
be remembered. Charlie’s sole ownership of the 
“blue” bull could be readily established, so it 
was the indictment referring to this particular 
sale which was the basis for all the subsequent 
proceedings. 

Of course, the somewhat more bluish than 
usual coloration is not actually uncommon among 
Jersey cattle, but I had never encountered that 
expression and the majority of the people of 
this cattle-conscious town in the courtroom, both 
spectators and officials, were quite amused at the 
first use by a witness of this descriptive term. 
Subsequently it seemed to be difficult for any of 


them to refer to the “Blue Bull Case” without at 
least a hint of a smile. 

Quite naturally this indictment was promptly 
tagged the “Blue Bull Case.” 

There were, however, no developments in these 
early maneuverings to indicate that Dock Allen 
would offer in evidence such a document as Mr. 
Johnson had anticipated. When the court ad- 
journed for the day, Solicitor Johnson gave me 
the eight bills of sale and such standards of the 
handwriting of Charlie Allen and Grady Allen 
as were immediately available. I took these docu- 
ments to my room and found adequate time for 
the examination, a determination that no serious 
disguise had been attempted, and an opinion 
that Grady wrote the questioned signatures was 
reached without difficulty that night. 

During the succeeding two days I testified 
twice, once in the trial of the State vs. Dock 
Allen and again in the trial of a codefendant, 
Jim W. Walker. I left Grove Hill and returned 
home before the juries reported. I was later in- 
formed that they had been unable to reach a ver- 
dict and a mistrial was taken in both cases. 

Circuit Court sessions were held twice a year 
in Clarke County and, at each spring and fall 
term thereafter, the Blue Bull Case (or cases. 
since there was more than one defendant) was 
set for trial. At several of the court terms it was 
impossible to try the cases due to the absence of 
witnesses and, in one instance at least, due to the 
purported illness of the defendant, Dock Allen. 
Various legal maneuverings blocked completion 
of some of the trials and on other occasions the 
juries were unable to reach a verdict and mis- 
trials had to be declared. It was reported later 
that an uncle of the defendant who had failed to 
identify himself properly had been selected and 
had sat on one of these “hung juries” throughout 
the trial. 

After the first few trials, spectator interest 
dropped off markedly. At first there had been 
S.R.O. crowds in the courtroom but during the 
last few trials there were not more than 20 to 30 
spectators. The lawyers had exhausted their sup- 
ply of surprises; the testimony had been repeated 
at trial after trial; the same judge, prosecutors, 
defense counsel and witnesses had participated. 
My technical testimony probably varied less than 
others, and even I became bored. 

The judge sat in his obviously comfortable 
high-back swivel chair and whittled away mo- 
notonously with his pocketknife on a piece of 

(Continued on page A-46) 
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FIGURE 1. Single signatures from the three groups of 
writings examined. 


red cedar, the chips falling into a neat pile 6 or 
7 in. high on the floor beneath his chair. 

The questioning had proceeded listlessly to a 
point in my testimony where the defense had al- 
ways objected and always been overruled. When 
the defense raised the usual objection in a tired 
sort of way, I waited, the defense counsel waited, 
the prosecutor, too, for the judge’s customary ex- 
pectoration into his cuspidor and quiet mumble, 
“Overruled.” After a few seconds of profound 
silence, glances began turning toward the judge. 
As was his frequent custom during routine pro- 
ceedings, he sat tilted back, his head resting 
against the chair back, turned so that his left ear 
pointed toward the witness and lawyers. Seated 
as he was a couple of feet above us, we could not 
see whether his eyes were closed. 

With a glance toward the defense lawyer, the 
prosecutor repeated the question, and the defense 
replied loudly and sharply, “Objection!” From 
the corner of my eye I saw a tiny jerk of the 
judge’s head. There was another second of si- 
lence, and then “Repeat the question, Mr. John- 
son.” Mr. Johnson did. “Overruled,” quietly, 
with a slight roll of his head toward the attor- 
neys. The high-back chair rocked slightly and the 
indifferent questioning resumed. 

The questioned documents submitted were the 
eight bills of sale previously mentioned. All were 
printed forms filled in with pencil, and the pur- 
ported signature of C. G. Allen on each was the 
disputed writing. 

Nine genuine signatures of C. G. Allen were 
introduced in court, including the complaint 
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signed by Charlie which instigated the prosecu- 
tion, his signatures on two notes and five checks, 
and one other signature, all identified by the 
widow of Charlie Allen. 

The known writing of the defendant consisted 
of his signature, either as G. C. Allen or as Grady 
C. Allen, on 12 bail bonds and on the waiver of 
extradition. 

Three typical signatures are shown in figure 1. 
The central signature is the questioned pencil 
writing on the bill of sale for the truck load 
which included the blue bull. The upper signa- 
ture is one of the group of standards admitted in 
evidence as authentic writing by Charlie. The 
bottom signature is the defendant’s signature on 
the waiver of extradition. 

Some writings were even more strikingly simi- 
lar than these, but the “family” resemblance is 
readily apparent. From rather scant information, 
I believe that the defendant’s different style of 
initials was probably due to the fact that Char- 
lie’s wife, Annie, helped Grady learn to write. 

Of course, the gross similarity of all three 
signatures in the tapering of the small letters to- 
ward the end of the surname is quite obvious. 
The unusual circumstance which accounted for 
the ability of the illiterate G. C. Allen to forge 
“C. G. Allen” with reasonable similitude was the 
simple fact that reversing the position of the 
initials changed one name to the other. 

On a few of the questioned documents there 
was unmistakable evidence that Grady’s habit of 
following the initial C with an A led him to exe- 
cute part of the A unintentionally, after which 
he either erased or overwrote this part to com- 
plete the proper initial G. It was quite apparent 
that there was no serious attempt to copy Char- 
lie’s handwriting, and the gross similarity of the 
word “Allen” was very likely pure accident. 
Since the tapering in the surname would, by its 
very illegibility, attract attention, this would be 
the characteristic of Charlie’s writing most like- 
ly to be remembered by those who only occasion- 
ally saw examples. It is not surprising, then, 
that none of the cattle buyers suspected that the 
signatures were forgeries. 

The last trials of the Blue Bull Case were held 
in October 1948, and Dock Allen finally was ac- 
quitted. Since this was the strongest case against 
Dock and no additional evidence had been dis- 
covered to offset his claim to partial ownership 
of the other cattle, all the other cases were nol- 
prossed or dismissed. ‘ 

(Continued on page A-48) 
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Dock continued to make his living by various 
nefarious activities, including bootlegging and 
gambling in and around Mobile, in nearby parts 
of Clarke and Washington Counties and in the 
Gulf Coast area of Mississippi. If I have not ade- 
quately indicated it, he was definitely a favorite 
with many ladies, some good, some bad, and he 
married quite a number of them. 

He had many close brushes with the law but 
except for the Blue Bull Case it is doubtful that 
any charge ever came close to being proved. | 
do not think he was ever long a fugitive of jus- 
tice and he maintained quite a respectable front 
in some circles. At one time it was reported that 
he was an undercover agent for the FBI. Because 
of his personality and his reputation for never 
telling a lie (if he told you anything at all). 
Dock did have many friends and numbered 
among them quite a few law enforcement officers. 
I do not mean to imply that he would have asked 
or expected any quarter from any of these of- 
ficers, or that they would have given it if they 
had had any evidence against him. 

The Blue Bull Case was finally closed in 1953 
when Dock Allen was shot and killed in a honky- 
tonk gun battle near Mobile by two of his com- 
panions in crime. 
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RESPIRATORY 
INFECTIONS 


In a series 
of respiratory infections 


consisting of cases of acute 
bacterial pharyngitis — includ- 
ing scarlet fever — acute 
sinusitis, laryngotracheobron- 
chitis, pneumonia 


excellent results [were 
obtained] with tetracycline in 

the treatment of pneumococcic 
and hemolytic streptococcic 
infections. ... Adverse symptoms, 
mainly gastrointestinal, due to 
the administration of tetracy- 
cline, were minimal.”! 

1. Wood, W. S.; Kipnis, G. P.; Spies, 

H. W.; Dowling, H. F.; Lepper, M. H., 
and Jackson, G. F.: A.M.A. Arch. Int. 
Med. 94:351 (Sept.) 1954. 
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Serum Calcium 


Tue concentration of calcium in blood serum is 
normally 8.5 to 11.5 mg. per 100 cc. Although 
the range is not very great, there may be quite a 
variation in this concentration in the presence of 
disease; therefore, it is essential that truly ac- 
curate technics be employed in determining this 
substance. 

If the serum calcium falls below 7 mg. per 100 
ce. in hypoparathyroidism, tetany occurs. In hy- 
perparathyroidism with hypercalcemia, the values 
range from 12 to 30 mg. per 100 cc.; however, 
values above 20 mg. per 100 cc. are rare. Increases 
in serum calcium occur in true rickets, osteomala- 
cia, senile osteoporosis, multiple myeloma, Cush- 
ing’s syndrome and metastatic malignant lesions 
involving bone. The concentration of calcium in 
the serum and body fluids tends to vary inversely 
with the concentration of inorganic phosphorus. 

For more than 30 years, Clark and Collip’s 
modification of Tisdall’s method has been the 
standard test for serum calcium. The technic is 
given in all of the textbooks on clinical labora- 
tory methods. It requires 2 cc. of serum, and 
several hours are necessary to complete the test. 
Painstaking technic makes this an accurate test 
that can be used as a check for other simpler 
methods that have been devised. In the past few 
years, several workers have attempted to develop 
technics that do not require titration or so much 
time for precipitation of the calcium. Five years 
ago. the colorimetric determination of serum cal- 


*Emeritus Staff, Section of Clinical Pathology, Mayo Clinic; Direc- 
tor of Lab ies, R State Hospital, Roch i 
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cium was described by Tsao.’ The calcium is pre- 
cipitated as the oxalate. The calcium ion reacts 
with 2,3,4-trihydroxybenzoic acid in an alkaline 
solution, optimal pH of 11.3, and violet-blue col- 
or develops. The solution is placed in a Klett- 
Summerson photoelectric colorimeter and read 
against a water blank at 620 ». Reference to a 
previously prepared calibration curve gives the 
final result. The author claimed for this method 
a standard deviation of 2 per cent, with 0.5 cc. 
samples yielding 4 to 18 mg. calcium per 100 cc. 
of serum. 

A flame photometer method was described by 
Powell.” The calcium is precipitated as an oxa- 
late, dissolved in 0.05 N perchloric acid, and 
sprayed into a flame photometer. 

There have been several methods devised us- 
ing EDTA, which is ethylenediamine tetracetate. 
Grette* described a titration method using this 
reagent. Lehman,‘ using this reagent, developed 
a method which employs a photoelectric color- 
imeter. 

Buckner and Shively® described a method for 
the determination of serum calcium by a chelat- 
ing method using a spectrophotometer for deter- 
mination of the end point. The authors claimed 
that this method is comparatively simple as well 
as accurate and is suitable for use in the clinical 
laboratory. 

More recently, Ferro and Ham® have devised 
a simple spectrophotometric method for the 
determination of calcium. A laboratory supply 

(Continued on page A-58) 
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Laboratory Notes 


house offers the necessary reagents. In this meth- 
od, chloranilic acid reagent precipitates the cal- 


cium; the precipitate, as in all methods, is packed Ir you Ch ang e 


2 in the tip of a centrifuge tube, and the super- 
| natant is decanted. Isopropyl alcohol reagent is | 
. added; the mixture is centrifuged and the super- | YOUR ADDRESS 
natant is decanted. The VERSENE® reagent is then | 
added and the color that develops is read in a | 


ste 
spectrophotometer or a photoelectric colorimeter. Won't you please notify us as 


Undoubtedly, many laboratory workers may far in advance as possible. 
wish to try some of these newer methods. I would | Send your old address to- 
like to caution them, however, that these new | 


: gether with the new. 
methods should be compared for accuracy with 


the old standard methods. Copies mailed to your old 
address will not be forward- 
—— ed by the Post Office unless 
1. Tsao, M. U.: Colorimetric determination of serum calcium. J. . 4 
Biol. Chem. 199 :251-257 (November) 1952. | you provide the Post Office 
2. Powerit, F. J. N.: Determination of calcium in biological fluids \ with the forwarding fee. 
by flame photometry. J. Clin. Path. 6:286-289 (November) 1953. | 
3. Gretre, K.: Micromethod for determination of calcium and | 
magnesium in serum; titration with ethylenediamine-tetracetate. 
Scandinav. J. Clin. & Lab. Invest. 5:151-154, 1953. | Send your change of address to 
1. Leaman, J.: Photoelectric micromethod for direct titration of 
calcium in serum with ethylenediamine tetracetate. Scandinav. 
J. Clin. & Lab. Invest. 5:203-204, 1953. POSTGRADUATE MEDICINE 
5. Buckner, B. and Suivery, J. A.: Determination of serum cal- | 
cium by a chelating method using a spectrophotometer. Am. J. Essex Bldg.. Minneapolis 3 Minn. 
M. Technol. 21:269 (September-October) 1955. 


6. Ferro, P. V. and Ham, A. B.: A simple spectrophotometric 
method for the determination of calcium. Am. J. Clin. Path. 
28 :208-217 (August) 1957. 
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FROM POSTGRADUATE MEDICINE’S CORRESPONDENTS 


ENGLAND 


Royal Society of 
Medicine jubilee—This 
most eminent of British 
medical societies cele- 
brated the fiftieth year of 
its foundation by holding 
a banquet for distin- 
guished physicians and 
public figures at The Dor- 
chester in Park Lane, London, and by issuing an 
enlarged and well-produced souvenir number of 
its Proceedings. At the banquet Lord Nuffield, 
the automobile tycoon, who has had a lifelong 
interest in medicine and has given 100 million 
dollars to finance hospitals, medical university 
professorships and medical research, was wel- 
comed as an Honorary Fellow of the Society. 

The Royal Society of Medicine was formed 
in 1907 by the amalgamation of 14 medical so- 
cieties, the most important being the Royal Medi- 
cal and Chirurgical Society, which dated back to 
1805, and whose secretary, Sir John Macalister, 
was the prime mover in the amalgamation. The 
only society of note which stood out against 
amalgamation was the Medical Society of Lon- 
don, the oldest of them all, founded in 1773, 
which still maintains its independence. The Royal 
Society of Medicine now has approximately 10,- 
000 members (called Fellows), possesses the 
largest medical library in the British Common- 
wealth, and has a handsome and well-equipped 
clubhouse on Wimpole Street, London. 


Allergy and the laryngologist—At a re- 


cent meeting of the Royal Society of Medicine, 
Dr. Angell James of Bristol discussed allergy 
from the laryngologist’s point of view. He in- 
vestigated the number of allergic patients seen 
in the course of his practice from 1929 to 1939 
and 1946 to 1956 (the war years intervening). 
In the first decade, there were 593 allergic pa- 
tients (11 per cent) in a total of 5,050 patients 
of all types; in the second decade, there were 
1,239 allergic patients (14 per cent) in a total 
of 8,735 patients. As a laryngologist, the factors 
that interested him most were (1) the site of the 
reaction, (2) the most common groups of aller- 
gens, and (3) the predisposing factors and trig- 
gers that initiated the reaction. Allergy, once 
established, is augmented and encouraged to 
spread from one shock tissue to another by re- 
peated exposure to the allergens and by depres- 
sion of the patient’s general and local resistance. 
The more frequent the attacks the easier it be- 
comes to elicit them. Different allergens in the 
same patient may affect different tissues, a strik- 
ing example of this being the patient who has 
bronchial asthma during the hay season and 
nasal allergy in the ragweed season. 

Having in his earlier days been very skeptical 
of the value of skin tests, Dr. Angell James has 
learned with advancing experience to regard 
them with much greater respect, and now con- 
siders that they often provide valuable informa- 
tion. The tests seem to be most dependable in 
inhalant allergens, much less dependable in in- 
gested allergens, and of very little value in bac- 
terial allergy. As regards treatment, it is impor- 

(Continued on page A-76) 
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Medicine From Abroad 


tant to remember that a patient and not only his 
disease is being treated. The longer an allergy is 
allowed to continue the more severe it is likely 
to become, and the greater the risk of spread to 
other tissues. The possibility of multiple aller- 
gies and of superadded infection developing also 
is increased. The presence of nasal polyps is al- 
most certainly an indication of allergy, and they 
should be removed to restore a complete nasal 
airway and to allow ciliary action and recovery 
of the protective mucous sheet. Simple allergic 
polyps in the sinuses do not require surgical 
treatment unless they become subject to recur- 
rent attacks of inflammation or block the sinus 
ostium. Dr. Angell James has found operations 
necessary in 15 per cent of his cases and has 
obtained relief for patients in 80 per cent of 
cases by operative and specific allergy treatment. 
Antihistamine drugs, of which there is now a 
long list, are useful to tide a patient over a severe 
exacerbation and also to treat short seasonal al- 
lergies, but they are not really curative and 
symptoms recur when the drug is stopped. The 
hormones cortisone and hydrocortisone may be 
used generally or locally in a spray or snuff; 
these agents are powerful suppressors of the al- 
lergic and inflammatory response to infection. 
They cause a rapid disintegration of eosinophil 
cells and lymphocytes in the blood and release 
many antibodies. They have a number of un- 
desirable side effects, chief among which are salt 
and fluid retention leading to edema and the 
moon-shaped face. Two synthetic analogues of 
cortisone and hydrocortisone, prednisone and 
prednisolone, are much less likely to induce un- 
desirable side effects, and their effect on allergic 
edema is so great that systemic treatment with 
these drugs may cause even fully developed polyps 
to disappear. Extract of licorice, used locally, 
has an anti-inflammatory action and may also be 
useful. Zinc ionization and light linear cauteriza- 
tion of the nasal septum are of some value. 
Influenza epidemic—The recent influenza 
epidemic in England began about the second week 
of September and reached its peak about the mid- 
dle of October. The disease was characterized by 
high infectivity, sudden onset, and low inci- 
dence of complications. Infectivity was highest 
among children, and severity was most marked 
among adults aged 45 to 55 and among children 
aged 8 to 14. Although the epidemic has been 
called a mild one, nevertheless, from the week 
ending September 14 to that ending October 19, 
reports in England and Wales listed 2,083 deaths 


from influenza. Deaths from influenza and pneu- 
monia combined comprised over 20 per cent of 
deaths from all causes. 

The initial symptoms, consisting of chills, 
“wobbly legs” and severe prostration, were fol- 


lowed by sore eyes, running nose, and a sudden, | 


bursting and uncontrollable cough that was un- 


productive and accompanied by a retrosternal J 
rawness. Adults, especially, complained of multi- 7 


ple aches and pains, particularly low backache, 
frontal headache and pains in the limbs. High 
fever was frequent and severe, and profuse sweats 
were not uncommon. As regards treatment, sim- 
ple symptomatic measures such as aspirin and 
linctures were in general use; antibiotics were 
required only in a few cases where complications 
were present. 


AUSTRALIA 


Stress incontinence—Gleadell and Zacharin 
(Australian & New Zealand J. Surg. 26:226, 
1957) have discussed the problem of stress in- 
continence occurring without prolapse or follow- 
ing a well-executed vaginal repair, which has 
been studied in the Department of Gynecology 
at the Royal Melbourne Hospital. 

The sling procedures were unsatisfactory and 
unnecessary. Anatomic investigation led to the 
description of a suspensory mechanism of the 
urethra microscopically ‘composed of elastic tis- 
sue and collagen, which holds the urethra in 
close apposition with the subpubic arch in the 
normal patient. This mechanism “fixes” the ure- 
thra, but elasticity for limited urethral movement 
is allowed both by the elastic tissue present and 
by the relationship of the suspensory mechanism 
to the levator complex. Mainly as a result of 
childbirth, this mechanism may be overstretched, 
allowing excessive urethral mobility which is as- 
sociated with an abnormally low initiating pres- 
sure of micturition. Radiologic investigation has 
been discarded because the multiplicity of ap- 
pearances is thought due to variations in the de- 
gree of stretching of the apparatus. 

If the patient’s history shows that the com- 
plaint is purely mechanical, and if the results of 
urinary investigation (including cystoscopy) are 
negative, the patient is offered the procedure of 
urethral suspension. This is applicable only in 
patients initially without prolapse, or following 
anatomically successful vaginal repair. 

(Continued on page A-80) 
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The approach to the suspensory mechanism 
may be perineal or combined abdominoperineal, 
and technically the latter offers more accurate 
correction and is now the method of choice. The 
perineal approach to the subpubic arch is made 
between the clitoris and the urethral meatus. A 
large space is present in this area because of the 
dislodged urethra’s dropping away from its rela- 
tionship to the bone. The stretched components 
of the suspensory mechanism are identified, digi- 
tally from the perineal incision and under vision 
from the abdominal approach. The relationship 
between the upper urethra and bone is re-estab- 
lished by two nonabsorbable sutures passed from 
below, on a specially designed long needle with 
a 17 degree curve. The distal portion is then re- 
constituted. Continuous catheter drainage is em- 
ployed for five days and the level of residual 
urine is checked until it becomes normal. 

The early results of this procedure have been 
encouraging. 

Preservation of anal sphincters—E. S. R. 
Hughes (M. J. Australia 2:315, 1957) discussed 
the preservation of anal sphincters in the treat- 
ment of carcinoma of the rectum. The author has 
reviewed a personal series of 42 restorative re- 
sections for carcinoma of the rectum. In five pa- 
tients the tumor lay within 7 cm. of the anus, and 
in each case an abdominal resection and transanal 
anastomosis were performed. Two of these pa- 
tients died, both probably as a result of separa- 
tion of the suture line. In 18 patients the tumor 
lay more than 10 cm. from the anus, and in each 
an abdominal resection and end to end anasto- 
mosis were performed successfully. In 19 patients 
the tumor lay between 7 and 10 cm. from the 
anus. Abdominal resection and end to end anasto- 
mosis were performed on 19, and a Babcock pro- 
cedure was done on five. There were no deaths, 
but sphincteric function after the Babcock proce- 
dure was imperfect. 

As a result of this series, the author came to 
the following conclusions: 

1. Most authorities decline to make an attempt 
to preserve the sphincters if the edge of the tumor 
lies within 7 cm. of the anus, except in certain 
circumstances. Opinion differs about tumors ly- 
ing between the 7 and 10 cm. levels, but most 
physicians agree that the sphincters can be saved. 
especially if the tumor is as high as 12 or 15 cm. 
from the anus. 

2. If the tumor possesses a high degree of his- 
tologic activity and lies within 10 cm. of the 
anus, combined excision should be performed. 
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3. Final decision regarding the preservation 
of the sphincters for tumors situated 7 to 10 cm. 
from the anus should not be made until lapa- 
rotomy has been performed and the rectum has 
been freed. 

4. Abdominal resection and end to end anasto- 
mosis (anterior or segmental resection) have a 
low mortality rate and give excellent functional 
results. It is difficult when the anastomosis has 
to be performed at the level of the levator ani 
muscle. Two alternative procedures were tried in 
this series: the Babcock sphincter-dividing “pull- 
through” operation, and anastomosis in the peri- 
neum after withdrawal of the sigmoid colon 
through intact sphincters. Sphincter function was 
weak after the former operation but the proce- 
dure was performed safely; in the latter group 
two patients died in the postoperative period. 

5. Tumors which are easily felt with the finger 
should be removed by combined excision. Tu- 
mors which can be reached only by firm pressure 
on the perineum may prove suitable for restora- 
tive excision, but the surgeon should reserve final 
decision until laparotomy and mobilization of 
the rectum have been carried out. Tumors out of 
reach of the finger can be treated by restorative 
excision. 


FRANCE 


Varieties of dehydra- 
tion of the brain after 
head injuries—Dehydra- 
tion of the brain, with re- 
traction of the cerebral 
substance, is a very serious 
syndrome, according to the 
reports of Professor Petit- 
Dutaillis and his co-work- 
ers in some recent issues of La Presse médicale. 

This condition has been the topic of studies by 
Wertheimer (Lyons) on low sodium content in 
the blood, Woringer on hypertonia and hypo- 
tonia of the blood plasma, and Higgins on low 
level of blood chlorides, with or without decrease 
in urinary chlorides, and on hypertonia of the 
blood plasma in dehydrated patients. 

Petit-Dutaillis assumes that brain lesions, es- 
pecially those over the pituitary region, disturb 
the balance of water and electrolytes in the body 
and affect the carotidal regulatory centers of ar- 
terial tension. The liberation of ACTH or of its 

(Continued on page A-82) 
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antagonist, the ADH, acts indirectly on the kid- 
neys and suprarenals. Thus, it can be understood 
why sodium or potassium is excreted in excess. 

The extremely fluctuating amounts of electro- 
lytes in the serum and red blood cells, of 17- 
ketosteroids, 11-oxysteroids, and gonad _ stimu- 
lants reveal the exact picture of the pathologic 
and physiologic happenings. The ADH is also 
the hormone of the cellular segment, in contrast 
to ACTH, which is the hormone of the extra- 
cellular segment. 

Having 85 per cent water in its composition, 
the brain can collapse by either a falling-in of 
the ventricles (extracellular process) or a de- 
hydration of the brain tissue (cellular process), 
when reinflation of the ventricles is useless. Petit- 
Dutaillis distinguishes two syndromes: 

1. The syndrome of low blood sodium, with 
extracellular dehydration, cellular increase of 
potassium, and cellular edema. The primary cere- 
bral collapse produces a space below the dura 
mater where a subdural hematoma collects, caus- 
ing epilepsy and secondary edema of the brain. 

2. The syndrome of high blood sodium, with 
extracellular increase in water, low potassium 
content of cells, and cellular dehydration. This is 
accompanied by recurrent hematomas. 
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Such neural accidents cannot be effectively 
treated by operation on the ventricles. However, 
endocrine treatment by means of ACTH, com- 
bined with either hydrocortisone or posterior 
pituitary extracts according to the results of the 
tests for sodium and potassium, corrects the re- 
traction of the brain and assures its re-expansion. 

The following example is from the author’s 
observations: The electroencephalogram of a 76 
year old man who had right hemiplegia after a 
head injury showed changes in the left temporal 
and the rolandic-parietal areas. When trephining 
was done to remove the hematoma, the brain was 
found collapsed to a depth of 4 cm. Assumed to 
have a cellular dehydration, the patient was given 
injections of posterior pituitary extract, prote- 
olysates, isotonic saline solution and potassium 
chloride. But the clinical condition did not im- 
prove. However, when the results of the labo- 
ratory examinations reached the surgeon, they 
showed an excess of cellular potassium in rela- 
tion to the sodium contained in the blood plasma. 
The initial emergency treatment was therefore 
wrong. With 40 units of ACTH each day, the 
electrolyte balance soon became normal, and the 
hemiplegia was gradually cured. 

The late subjective syndromes of head injuries 
are similarly explained by humoral and cellular 
disorders. Persons who are depressed, affected 
with minor mental troubles, emaciated, and un- 
able to do normal work, or who have low arterial 
or cerebrospinal fluid tension have either low 
blood sodium, with relatively high cellular po- 
tassium, extracellular dehydration and cellular 
edema, or the completely reverse syndrome of 
high blood sodium. 

A low sodium level in the blood requires the 
use of corticotherapy, cortisone plus ACTH, and 
salt in sufficient quantity. A high level of sodium 
in the blood, with dehydration of the cells, will 
yield to posterior pituitary extracts, with potas- 
sium and marine salt. Certain cases of irreducible 
cerebral collapse demand the reconstruction of a 
true hormonal cycle, combining ACTH and pos- 
terior pituitary extracts. In all cases, even with 
corticotherapy, a sodium-free diet must usually 
be avoided, and sufficient amounts of marine 
salt must be given. 

The posterior pituitary treatment should not 
be continued for more than 10 days. At the be- 
ginning it stops the polyuria, but longer treat- 
ment leads to the opposite reaction. Corticother- 
apy should be continued for several weeks, and 
the agents given in decreasing doses. 
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Surgical Treatment of the 
Newborn Medical Manuscript 


MILDRED HOERR LYSLE* 
The Cleveland Clinic Foundation, Cleveland 


Tue newborn medical manuscript, like many 
another newborn infant, is beautiful only to the 
eyes of the parent. Yet, however homely it may 
be, its appearance can be enhanced by means of 
plastic operations performed in the editorial 
room. 

It is the purpose of this report to discuss the 
clinical manifestations of “first-draft” syndrome, 
the etiopathogenesis and prognosis, and the sur- 
gical technics for editorial operations on the new- 
born medical manuscript. Some notes are in- 
cluded on treating the doting parent as well. 


Clinical Manifestations 


The pathognomonic signs—not all of which 
always are present—of “first-draft” syndrome 
include generalized hypertrophy of the opus, an 
edematous introduction, hypoplastic paragraphs, 
malignant solecisms, semantic degeneration, mild 
ataxophemia, attenuation of the concept, and 
hypotension (insufficient attention to the tenses) . 
Laboratory study may reveal a sterile culture, 
your-analysis (!) different from the parent’s, 
red-blooded-phrase count 1 or 2, and verbose 
tolerance markedly elevated. 

Fortunately, absolute contraindications to sur- 
gery never exist. Although exceptional cases do 
occur, the resourceful manuscript-surgeon al- 
ways can propose an elective operation, such as 
*Head, Editorial Department, The Cleveland Clinic Foundation, 
Cleveland, Ohio. 


From the paper presented at the fourteenth annual convention of the 
American Medical Writers’ Association, St. Louis, Missouri. Winning 
paper of the A.M.W.A. 1957 Contest on Nonmedical Writing, pub- 
lished by permission of the Mississippi Valley Medical Journal. 
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transplantation of a comma, or suture of a split 
infinitive. 


Etiopathogenesis and Prognosis 


The factors predisposing to disease in the new- 
born medical manuscript all come from the par- 
ent and are due either (a) to heredity or (b) to 
environment. The hereditary factors are well 
known: inability to spell, to write plainly, to 
think clearly, and impatience with the mechanics 
of writing. The environmental hazards include 
ignorance of grammar, presence of too many pa- 
tients, and attendance at too many meetings. 
One or a combination of these factors produces 
critical illness. Although the causative factors 
themselves can be controlled, it is far simpler to 
have the manuscript-surgeon exert his skill di- 
rectly on the newborn itself. 

If surgical treatment is instituted promptly, 
and postoperative care, especially of the parent, 
is competent, the newborn medical manuscript 
has a good chance of appearing in print, of living 
to a dusty old age, and of having its reprinted 
descendants thrown into wastebaskets around 
the globe. 


Surgical Technics 


For every editorial abnormality in the new- 
born medical manuscript there is an editorial- 
surgical procedure indicated. The resection of 
redundant or ischemic text, with end to end anas- 
tomosis, is especially useful when the communi- 
cation system fails, a condition similar to that 

(Continued on page A-86) 
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seen in the Smith-Kennedy’ dachshund who was 


so long 
He hadn’t any notion 
How long it took to notify 
His tail of his emotion; 
And so it happened, while his eyes 
Were filled with woe and sadness, 
His little tail went wagging on 
Because of previous gladness. 


Other procedures are ligating (punctuating), 
suturing (smoothing transitions) , and meticulous 
debridement. No matter how tempting it may 
be—Hewitt? cautions us about this—never insert 
a wisecrack. The caret ( /) regimen is a useful 
adjunct to surgery, as are shaking of the head 
(in agreement), firmness of the hand (in draw- 
ing lines of correction), and use of glucose oral- 
ly (on the parent). The published experience of 
Fishbein,* Jordan and Shepard,* McCartney® 
and, most recently, Hewitt,? is of incalculable 
value, not only in itself, but to convince the 
parent that the surgical technics are standard. 

Second-look operations always are advisable. 
In fact, third-look, fourth-look, and even fifth- 
look operations are apt to produce a progressive- 
ly healthier youngster. 

Sometimes emergency surgery is necessary. 
Then one resorts quickly to the well-known “op- 
eration licketty-split,” named by Young® in his 
“Father Knows Best” TV series. This operation 
entails not only the usual procedures, but also 
the liberal employment by the manuscript-sur- 
geon of lunch-hour shortening and the radical- 
hour schedule that precludes much sleep. 

The instruments for performing surgery in- 
clude a hard blue pencil for mapping incisions, 
a soft eraser for obliterating first thoughts, sharp 
scissors for excision, good quality paper clips, 
paste, ScoTCH® (tape, of course) for bandaging, 
and a capacious kick-bucket. 

In performing surgery there is no substitute 
for ability and experience. However, making the 
incision does not require specialized knowledge— 
any lay person actually can tear things apart, but 
closing the wound is a delicate problem, which if 
handled carelessly is likely to produce side ef- 
fects more serious than the disease itself. The 
newborn should not be left in a state of cyanosis 
without dressings; the manuscript-surgeon al- 
ways should supply a proper, clean, cover-all 
copy for the optical protection of the parent. 
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Treatment of the Parent 


It should be made clear to prospective parents 
that abnormalities in newborn manuscripts are 
universal, and that surgical correction is the ac- 
cepted therapy in the great majority of cases (ac- 
cording to findings in a personal series followed 
for three and one-half years). On the other hand, 
the manuscript-surgeon should clearly under- 
stand that the parent must be considered at every 
step of the operation: His personality, his de- 
sires, his whims, his experience, his feelings, 
above all, his consent, are of the greatest impor- 
tance to the successful outcome of any operation 
on the newborn manuscript. According to Was- 
muth,’ it is legally perilous to operate on a minor 
without parental consent. 

It will be found that most parents are extreme- 
ly partial to the first appearance of their new- 
born, and that it requires all of the manuscript- 
surgeon’s powers of tact to obtain their consent to 
perform all the plastic procedures that will im- 
prove these little monsters. Occasionally a new 
parent will go into a state of shock when he is 
told the plans of the surgeon; he then must be 
given tender, loving care and sympathy in mas- 
sive doses. Yet, there are some exceedingly agree- 
able, well-adjusted parents who, with the surgeon, 
happily plot mayhem; these parents, if they are 
not wary, are most likely to become the heads 
of large and distinguished clans of offspring in 
print. 


Comment 


There are those who argue in favor of sup- 
pressing the birth rate of medical manuscripts. 
I advocate an increase in the birth rate which 
is commensurate with a comfortable manuscript- 
operating schedule. 
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Characteristic Personality 
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General Practice 
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The Approach 


I order to help their 
patients recover from a 
disability, all practic- 
ing physicians must ask 
themselves, ‘“‘How is 
this patient sick?” and 
“How sick is he?” In 
many patients, the 
pathogenesis and the 
effective methods of 
treatment are relatively obvious, whether the 
disorder is an infectious disease, a new growth 
or a depressive state caused by a severe dis- 
appointment. In a case in which the patient’s 
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personality strongly colors the clinical picture, 
careful physical and psychiatric examinations 
are required in order to make a sound diagno- 
sis and to determine a plan for treatment. Ex- 
amples of familiar symptoms in such cases are 
the common psychogenic headache, backache 
and bowel distress. The sequelae of injury to 
the head, brain or even to the body generally 
in the postconcussion states, or neuroses sec- 
ondary to injury to the head—especially if 
litigation for compensation is involved—also 
illustrate the importance of recognizing that 
patients are unitary organisms in which both 
the organic and psychologic factors operate in 
a complex fashion. In fact, there is excellent 
evidence that many post-traumatic personality 
disorders are determined principally by the 
pretraumatic personality.’ 

In puzzling cases, much patience and time 
are needed to accumulate the data required 
to make a sound judgment, even though most 
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of us prefer to treat patients as effectively and 
as economically as possible. First, one must 
take all the reasonable steps, without unduly 
prolonging the exploratory phase, to be sure 
that the patient does not have an organic 
disease. Secondly, one must find positive evi- 
dence of neurotic processes and not depend 
merely on a diagnosis by exclusion. 

In asking the questions, “How is this patient 
sick?” and “How sick is he?” we can usually 
find good leads for evaluating the patient’s 
past and current history. We have our own 
considerable personal experience to guide us 
in exploring the patient’s success in managing 
both his internal and external affairs. By alert 
listening the physician usually can find solid 
clues to major external changes fairly early, 
especially if these clues are not too damaging 
to the patient’s pride. Frustration, disappoint- 
ment and failure as expressed in anxiety, ten- 
sion, shame, guilt, anger, hostility or aggres- 
sive behavior and regressive and dependent 
demanding patterns are often easily ascer- 
tained. When these characteristics relate more 
directly to the patient’s internal household, it 
may be more difficult to get a coherent story, 
but the sensitive physician can detect enough 
evidence to delineate the areas of conflict. It 
is vital that the physician recognize these con- 
flicts with which the patient cannot cope, even 
though the patient himself is unaware of them 
and cannot describe them clearly. 

With increasing experience, many physi- 
cians are becoming aware not only of the 
more conventional syndromes, but also of the 
borderline psychiatric entities called behavior 
disorders or “acting out.” By consulting with 
a psychiatrist or a more experienced physician 
who has the faculty of understanding these 
cases, a physician often can institute the first 
steps toward rational treatment, even if he 
prefers to refer the case to a psychiatrist at an 
appropriate time after the patient is ready for 
referral. 


Common Neuroses and 
Character Disorders 


Before citing some examples which illus- 
trate these conditions, it may be worthwhile to 
point out that the conventional psychiatric 


syndrome is not merely a static diagnostic 
label, but rather an identifying sign for a fluid 
reaction type (Adolf Meyer) or for an ac- 
tion pattern which covers a wide spectrum of 
overlapping defenses against the threats to the 
stability of the organism. Anxiety is present 
in all patients, but only those who have gross 
verbal and behavioral signs are said to have 
anxiety states. Tension, depression and hys- 
terical, phobic, obsessive and paranoid reac- 
tions are diagnosed when these are the main 
action systems in evidence and the center of 
the complaint picture. 

In contrast, character disorders are diag- 
nosed when the underlying pathogenesis is not 
obvious and the complaints apparently are 
not immediately related to the neurosis. We 
seldom think of extreme miserliness, which is 
different from true thrift and the prudent use 
of money, as a manifestation of neurosis. A 
spendthrift who persistently endangers the 
welfare of his family, as distinguished from 
a generous spender, likewise is not ordinarily 
regarded as a man who is acting out unrecog- 
nized problems; however, it may be an impor- 
tant although a destructive means by which 
he gains satisfaction. Various types of alco- 
holism are examples of ways in which some 
patients maintain for themselves an uneasy, 
unstable homeostasis. 

Perhaps one of the more common ways in 
which character disorders come to the physi- 
cian’s attention is through the patients’ re- 
quests for medical help for somatic complaints. 
(Psychiatrists want the physician to be an all- 
round diagnostician.) For example, a 52 year 
old married man whom I saw recently came to 
the hospital because he had lost 30 lb. in 
weight. He complained of easily caused fa- 
tigue, lack of interest and energy, anorexia, 
constipation, severe insomnia which was not 
helped by nightly sedatives, and persistent 
gastric and bowel distress. During the three 
years prior to his coming to the hospital, he 
had been to six physicians without finding re- 
lief. Each of these doctors had given him mul- 
tiple prescriptions for tranquilizing (ataraxic) 
drugs in addition to barbiturates or “mood” 
pills. As with numerous other patients I have 
seen, these drugs, which often are helpful, did 
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no! reduce his symptoms or lift his depressive 
mood. He finally stopped taking the drugs 
after he had had a minor automobile accident 
while in a confused state resulting from use 
of the drugs. 

Dangers of tranquilizing drugs—Parentheti- 
cally I wondered, but could not be sure, if the 
ingestion of Rauwolfia serpentina might have 
increased this patient’s depression. This theory 
is substantiated in a study made by the Food 
and Drug Administration.” It has been re- 
ported® that reserpine given in doses greater 
than 0.25 mg. per day, especially after the first 
week, caused severe depression and appar- 
ently precipitated a “very considerable num- 
ber of suicidal attempts, some of them success- 
ful. Many of these depressions have been 
severe enough to necessitate long-term hospi- 
talization in psychiatric institutions. 

“It was also reported that continued use of 
reserpine in doses of 0.32 mg. daily has been 
shown to increase gastric secretion and gas- 
tric acidity in a significant number of cases, 
whereas daily doses of 0.25 mg. have not 
been shown to do so. Doses of 0.5 mg. daily 
for as short a time as two weeks produced this 
effect in most of the individuals tested and 
have resulted in massive hemorrhage or per- 
foration of an ulcer.” 

For these reasons, lower doses and caution 
are recommended in using these drugs in pa- 
tients with mental depression, peptic ulcer or 
ulcerative colitis. 


Accident Proneness 


The topic of accident proneness merits a re- 
view because of the facts which have been un- 
covered in recent years. There is increasing 
evidence that many people when under stress, 
especially stress caused by anger, frustration, 
disappointment and guilt, are apt to have an 
accident. For example, the patient previously 
mentioned reported that.six to seven years be- 
fore he came to me for treatment, he had had 
two major accidents over a two year period 
while doing work he did not like. 

Sometimes, it even seems as though peo- 
ple who are under stress more or less con- 
sciously invite an accident in order to achieve 
a purpose of their own. This purpose may be 
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immediate, such as relief from the threat of 
death, as in the case of soldiers in a combat 
zone, or when industrial workers have acci- 
dents because they want to receive an an- 
nuity. However, even here we usually find a 
major unconscious component in the total 
motivation. Even when there is absolutely no 
compensation motive or any direct objective 
of money or position, some patients find devi- 
ous ways in which to hurt themselves, appar- 
ently deriving some unrealized but definite 
satisfaction from this seemingly irrational be- 
havior. Because much of this destructive be- 
havior occurs in frankly depressed patients 
who also are medical problems or in a group 
of patients with masked depressions, I will 
mention the background of our current think- 
ing on this subject. All physicians are aware 
of the increasing human and economic impor- 
tance of this situation, but during recent years, 
the experts in preventive medicine have told 
us that all physicians are important specialists 
in helping to prevent accidents before they 
happen. 

Following heart and circulatory diseases 
and cancer, accidents are the third major 
cause of death. In 1954, 90,000 deaths re- 
sulted from accidents, as compared with 781,- 
018 caused by heart and circulatory diseases 
and 234,669 caused by cancer.® 

“In the United States in 1953, 1 of every 
16 persons incurred a disabling injury. For 
every disabling injury more than 100 lesser 
accidents arose. All are important.”* 

Conger, Gaskill and co-workers’ reported 
that over 35,000 persons were killed and al- 
most two million injured in motor vehicle ac- 
cidents in the United States during 1956. To- 
tal costs of accidents during 1954 have been 
estimated at four and one-half billion dollars 
in direct costs and another 15.5 billion dol- 
lars in indirect costs. 

Greenwood and Woods,® after studying ac- 
cident patterns in a war industry in England, 
first arrived at a concept of an accident-prone 
population. Menninger,"* utilizing Freud’s 
concept of self-destructive components of be- 
havior, including partial trends, showed how 
some persons use accidents as a means of act- 
ing out their aggression, hostility or guilt. 
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Other authorities in the field of psychiatry, 
notably Dunbar and co-workers,*:'® Acker- 
man and Chidester'’ and Rawson,’ have fur- 
nished supporting evidence which has helped 
psychiatrists understand some phases of their 
patients’ otherwise inexplicable conduct. Most 
of us are careful to note that the subject is an 
extensive one and that much more work needs 
to be done before some of our major theories 
can become more than just assumptions. We 
recognize that the accident-prone personality, 
as described by various authors, may be a 
premature hypothesis if extended too far. Ex- 
perts such as Schulzinger say that the acci- 
dent-prone group is a shifting population, with 
members being added or dropped as they pro- 
gress from one age group or occupation to an- 
other or as other circumstances in their lives 
change. 

Quoting from Schulzinger:* “In the course 
of a lifetime, almost any normal individual 
under emotional stress may become temporari- 
ly ‘accident-prone’ and may suffer a series of 
accidents in fairly rapid succession. Most per- 
sons, however, find solutions to their prob- 
lems, develop defenses against their emotional 
conflicts, and drop out of the highly ‘accident- 
prone’ group after a few hours, days, weeks or 
months, Some individuals may remain highly 
‘accident-prone’ throughout life, with or with- 
out lapses of years of freedom from the acci- 
dent habit. The latter are the truly ‘accident- 
prone’ individuals. They contribute, however, 
only a relatively small percentage of all the 
accidents. 

“On the basis of experience and the evi- 
dence presented, accidents appear to be a 
widespread endemic affliction affecting most 
individuals many times in the course of a 
lifetime. The excessive liability to accidents 
in youth usually disappears with age and in 
most accident repeaters with learning, with 
physiological and psychological adaptation, 
with the development of more adequate psy- 
chological defenses, the elimination of haz- 
ardous exposure, etc.” 

On the basis of the best evidence to date, 
we are told that it is highly probable that over 
80 per cent of accidents do not just happen; 
they are caused. Because the accident-prone 


population is a shifting one, made up largely 
of younger and dissatisfied persons, Schulz- 
inger recommends the clinical (medical) ap- 
proach as well as mass education (particularly 
in the home and schools), safety measures 
with rigid control of hazards, adult education 
in industry, and strong programs of preven- 
tion. He strongly advises preventive health 
measures centering on each individual as well 
as those aimed toward the general population, 
because many if not most of us, even after the 
age of 21, may become accident-prone from 
time to time and for a variety of reasons in 
different situations. Even though we recog- 
nize no single profile as a valid description of 
accident-prone individuals, we do see enough 
apparently purposeful self-destruction to war- 
rant using the concept in its recently developed 
broader form.® 


Psychotherapy for a Depressed 
Patient 


It is axiomatic that we do not employ meth- 
ods of treatment which might be injurious, 
except in serious cases of calculated risk; 
therefore, we avoid toxic medications of un- 
certain value. We treat the patient’s physical 
complaints appropriately and by means of 
sociopsychologic measures. By psychotherapy, 
hospitalization or occupational change, we 
even help the patient to help himself in avoid- 
ing both suicidal and minor self-destructive 
attempts. 

With an enlarged concept of the physician’s 
responsibility, we can now see how such re- 
sponsibility can be applied in the case of the 
patient discussed previously. It was relatively 
easy to help this man. His severe illness was 
directly related to and precipitated by his dis- 
approval of his son’s entering an occupation 
away from home. The patient also was affected 
by the fact that his older daughter, an artist 
for whom he had great hopes, married a man 
he believed was of unworthy character and in- 
ferior to her. Psychotherapy consisted of help- 
ing him to complete his mourning for the 
symbolic loss of his beloved children and per- 
mitting him to express more fully his anger 
and disappointment about them as well as his 
guilt at his own obscure, hidden, mixed mo- 
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tives. With periods of increased exploration 
and \inderstanding and with the support of a 
physician in whom he had confidence, new at- 
titudes developed in the patient which made 
unnecessary a regression to somatization and 
symptom formation. Freed from the crippling 
emotions which he could not control, he gradu- 
ally adapted to new interests and oriented 
himself to a new situation. 

This brief summary is perhaps an oversim- 
plification, which, along with overgeneraliza- 
tion and overabstraction, Aldous Huxley calls 
a cardinal sin, but it does give an intelligible 
and useful outline. 


Masked Depressions or Depressive 
Equivalents 


In the discussion of a typical depressive re- 
action, it was mentioned that not all patients 
with these reactions are consciously aware of 
their basic anger or hostility toward others or 
toward some part of themselves. During the 
preliminary examinations they may not even 
show enough of these attitudes or of related 
lowering of mood or guilt to signal to the 
physician that this is their area of conflict. It 
is here that the concept of a masked depres- 
sion is useful, for as the physician becomes 
better acquainted with such a patient, he will 
see the basic patterns emerge. Most people 
need to receive respect and appreciation from 
their peers and colleagues and at least a modi- 
cum of love and affection from those close to 
them. They want to have an identity, to be- 
lieve in the importance and worthwhileness of 
what they are doing, and to be secure in the 
future of their enterprises. When these “sup- 
plies”’* are reduced, most of us lose some of 
our self-esteem, which causes us such pain 
that we are motivated to recover as quickly as 
possible. Most people do this in approved 
ways, through renewed efforts to solve the 
problems of reality; or, if this is not immedi- 
ately feasible, they substitute activities, such 
as conversing with friends which permits ven- 
tilation of emotional attitudes, analyzing tac- 
tics and strategies, planning new ventures or 
attacks, building up defenses and justifica- 
tions, or resolving dilemmas by verbal mas- 
tery. If this is not practical, there are the arts 
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to help heal the wounds. Many persons employ 
reading, writing, painting or music, through 
either active or passive participation, to help 
repair the attrition of human commerce. Per- 
haps the relative value of a civilization can be 
classified according to its ability to provide 
understanding colleagues and satisfying artis- 
tic pursuits to help its people minimize the 
necessary hardships of “the human condition” 
and to live at more complex levels of refine- 
ment. The use of hobbies and sports as sources 
of supplies and also as outlets for otherwise 
undesirable emotions is well known, but this 
subject deserves much more study in order to 
increase our potential for greater work pro- 
ductivity and creativity. 

It is a short step to contrast the recreational 
activities of an older generation of lumber- 
jacks or sailors out on the town on Saturday 
night to those of their more cultivated broth- 
ers who may, during times of stress, need com- 
parable freedom for muscular, aggressive ex- 
pression, but will not permit themselves to 
indulge in such activity or can find no reason- 
able equivalent short of provoking a fight in 
a saloon. If we translate these defenses, most 
of them useful, pragmatic ways of handling 
our aggressions and disappointments, into the 
world of those persons who have a rather 
urgent need for supplies and who feel keenly 
even temporary diminution or deprivation, we 
can understand many of our masked depres- 
sive patients. They are essentially hungry peo- 
ple—hungry for affection, praise, good will 
and even adulation and honors. Often envious, 
rivalrous and competitive, perhaps even un- 
consciously so, such patients must be able to 
excel in some field, no matter how small, or 
they are unhappy. In order to keep these 
supplies coming in, they must be quite active; 
thus, they can be often highly useful and even 
notable citizens. When supplies are not easily 
available, and this may be often, they are rest- 
less, downcast, irritable and out-of-sorts. If 
customary channels do not fulfill their needs, 
they will seek elsewhere. A few such people 
may fit Herbert Asbury’s characterization of 
having been “born a few drinks behind.” Most 
of us have known this feeling on occasion, but 
only driven people rush to find perpetual 
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solace from a bottle or try to compel supplies 
from their environment. Incidentally, it has 
not yet been established whether these drives 
are genetically determined or acquired; there 
is some evidence for both theories. 

We all see patients who use their jobs, fami- 
lies or possessions as extensions of their per- 
sonalities. For example, in our world the auto- 
mobile is not only a necessary vehicle for 
transportation, but also a sign of social status. 
In addition, it may also be a place of refuge 
away from a turbulent home, a means of exer- 
cising power, or even an instrument for ag- 
gression against persons in the car as well as 
those outside of it. From accident studies, we 
know definitely that a majority of collisions 
occur when a driver is frustrated or otherwise 
unsettled by some conflict. As previously men- 
tioned, only a few persons are so motivated to 
endanger themselves repeatedly, but we as 
physicians can help both the chronic and the 
occasional potential accident-prone person to 
avoid serious difficulty by preventive measures 
through treatment of his basic condition. 

There is clinical evidence that, in addition 
to those already mentioned, there are numer- 
ous depressive equivalents, manifested by the 
defenses against the original feeling. Some of 
these are anorexia or its opposite, hyperphagia 
with occasional obesity, impulsiveness and vio- 
lent activity, swift movement in vehicles, com- 
pulsive travel, wanderlust, the need for peri- 
odic removal to a new job or community, 
pathologic gambling as distinguished from so- 
cial gambling, and compulsive reading or se- 
vere addiction to television or movies. While 
the patients exhibiting these conditions are 
relatively few, they are of interest because of 
their masked depressive drives which give us 
an insight into how to help them overcome 
their handicaps. It might be said that they try 
to master their unrecognized anxiety, guilt or 
depression by means of overt activity. Ob- 
viously, if they are reasonably successful, we 
do not usually see them as patients, but if the 
defenses are inadequate at times, they need 
our help for these problems. 

In “Man Against Himself,” an excellent 
and eminently readable inquiry into many 
aspects of this problem, Menninger* presents 


many facets of the emotional problems in as. 
ceticism, neurotic invalidism, alcoholism, self- 
mutilation, maiingering and polysurgery. Al- 
though numerous theoretical propositions are 
given with relatively little clinical or experi- 
mental support, there is much reason to in- 
spect these picturesque topics with serious at- 
tention because of the corroboration which has 
been accumulating over the years. For exam- 
ple, before 1933, there were relatively few 
scientific articles about persons who present 
themselves compulsively for surgery because 
they fear something else more than they do the 
surgery. Now, however, physicians are gen- 
erally aware that this may happen. Plastic 
surgeons are particularly alert to those mal- 
adapted persons who may be most trouble- 
some litigants, no matter how successful their 
operations. The psychiatric complications of 
surgical procedures can now be studied in a 
bibliography of over 90 titles.** Through an 
increasing awareness of the influence of emo- 
tions, compulsive activities and other charac- 
ter disorders in the masked depressions, the 
physician will find many more rewards in his 
general practice. 
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P arxinson’s disease 
is one of the most com- 
mon of the chronic dis- 
eases which may afflict 
mankind.’ As the gen- 
eral practitioner is re- 
sponsible for the major 
part of the patient’s 
care, it is manifestly 
important that he keep 
abreast of the latest ad- 
vances in treatment. 
The general practitioner sees the patient 
from the beginning of the illness, when the 
greatest good can be achieved. This is the 
time when intensive treatment can protect a 
patient against later disabilities, postural ab- 
normalities and deformities. The physician, 
however, cannot do the entire job by himself. 
He needs the wholehearted cooperation of the 
patient and family, in order that his plan of 
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treatment may produce satisfactory results. 
The physiotherapist has to do his share in 
keeping the patient’s muscles free and in rec- 
ommending proper exercises that will insure 
an erect posture, good balance and a steady 
gait. The chemist and pharmacologist must 
supply the doctor with tools that will control 
the many symptoms of the illness. The psychi- 
atrist has to provide help for severe emotional 
problems, and the neurosurgeon must help 
those symptoms that are beyond the reach of 
medicine. The community, through an organ- 
ized Parkinson foundation, must promote and 
support research into the cause of the disease 
and the means of preventing it. The commu- 
nity also should provide suitable equipment 
and facilities for rehabilitative and convales- 
cent care of the advanced and disabled patients. 

Not all of the factors mentioned are required 
for every patient, nor is it necessary that all 
elements of the team work under a single roof; 
but the sum total of the contributions is 
needed for ultimate success in the prevention 
and control of this disease. Unfortunately, we 
do not as yet have ideal resources for the treat- 
ment of parkinsonism. For example, there is 
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no Parkinson foundation to support research 
or to help the doctor place his advanced cases. 
Some communities are limited in or totally de- 
prived of facilities for physiotherapy. Even so, 
there is much that can be done with available 
resources, because: (1) During the past dec- 
ade a better understanding of the management 
of the disease has developed; (2) we are ob- 
taining increasingly better drugs to combat 
the symptoms; (3) unlike other diseases, the 
diagnosis is not a problem; and (4) the pa- 
tients do not expect a cure and they are ap- 
preciative of any help given them. 


What the Doctor Can Do 


There are both favorable and unfavorable 
aspects to Parkinson’s disease. The unfavor- 
able aspects do not require emphasis. Because 
the symptoms are well known to the patient, 
he generally anticipates the worst. On the other 
hand, the favorable aspects are usually un- 
known to him; hence, they should be empha- 
sized, in order to gain the patient’s maximum 
cooperation in achieving success in the treat- 
ment program. It is especially important that 
he understand them during the initial orienta- 
tion. He should be told that: 

1. Parkinson’s disease is a comparatively 
“friendly” illness as it does not shorten life. 

2. It is not inherited or contagious. 

3. It does not cause paralysis or numbness. 

4, Vision, hearing and the mental facul- 
ties are not affected. 

5. There is no pain in this illness, unless 
treatment is neglected and fibrosis and con- 
tracture of muscles develop as a result of 
disuse atrophy.” 

6. There are stationary periods of 5, 10 or 
more years when there is little, if any, progres- 
sion in the symptoms. 

7. The patient with Parkinson’s disease 
does not have to be rushed to a hospital for 
blood transfusions or other such emergency 
measures. 

8. Many diseases, such as leukemia, can- 
cer, cerebral palsy, multiple sclerosis and brain 
tumor, are more serious conditions. 

9. New remedies for Parkinson’s disease 
are being created every day, and the best drug 
to treat it may soon be developed. 


10. For reasons as yet unknown, Parkin. 
son’s disease tends to protect the patient from 
cardiac disease, cancer, tuberculosis, hyper- 
tension and many other illnesses. 

In addition to these and other reassurances, 
it is important that the patient not harbor mis. 
conceptions about the disease. He should not 
have to rely on stray bits of information ac- 
quired from newspapers, lay magazines, neigh- 
bors and friends. He should be told that the 
illness affects the basal ganglion, a small cen- 
ter at the base of the brain, not the brain it- 
self. For comparison and identification, the 
physician should point out these areas to the 
patient from a book. Even the most ignorant 
patients are deeply impressed by such demon- 
stration and enlightenment. The patient also 
should know that the chief symptoms of the ill- 
ness are rigidity and tremor, and that with 
modern medication, physiotherapy and regu- 
lar exercise, he can stay a safe distance ahead 
of the disease. He should be made to realize 
that intensive treatment can give him many 
years of productive and comfortable living, 
but that if he neglects treatment he could be- 
come disabled in a comparatively short time. 
The importance of work, activity and exercise 
should be stressed. Every patient should real- 
ize that “just as running water does not freeze, 
so moving muscles do not freeze, shorten or 
ache, considering that 80 per cent of a muscle 
is water.” 

The physician’s attitude should be encour- 
aging at all times, reflecting genuine concern 
for the patient’s ailment and welfare. Physi- 
cian interest is the “cement” that binds the 
entire treatment together. Without it, the pa- 
tient loses confidence in his medication and 
physiotherapy; in a year or two he may re- 
gress beyond repair. In this illness, as in many 
others, “An ounce of prevention is worth a 
pound of cure.” 

It is well to remember Osler’s dictum that 
if you cannot help a patient, at least do not 
hurt him. In this light, it is to be hoped that 
no patient with Parkinson’s disease will be 
told that nothing can be done for him—that 
he just has to learn to live with his illness, but 
that if he wishes, he could try a hyoscine tablet 
and return in a year or two. Such pronounce- 
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ments are not warranted, and, besides, the 
patient may live 20 or 30 years and even out- 
live the doctor. Moreover, a doctor who dis- 
plays little concern about revisits tends to con- 
vey tlie impression that there is not much that 
can be done for the patient. This, in turn, can 
cause the patient to become discouraged and 
to lose interest in the treatment. The patient 
should, if possible, be seen at regular monthly 
intervals, because there are many matters 
which require the doctor’s attention. The pa- 
tient’s weight and his blood pressure should 
be measured and a blood study made when in- 
dicated. The patient’s gait, speech, posture, 
rigidity and tremor should be checked, and 
the necessary adjustments made in exercise 
and physiotherapy. The medication should be 
appraised, since the effect of drugs tends to 
wear off and new drugs must be substituted or 
added. Side reactions and new complaints and 
problems require attention as they arise. The 
patient may wish to know whether it is safe to 
undergo dental surgery, repair of a hernia, or 
the removal of hemorrhoids, or whether space 
shoes would help the calluses and bunions on 
his feet. In addition, inquiry should be made 
and advice given on matters of rest, work, 
diet, travel, vacations, hobbies, sleep, bowel 
and bladder functions, family and personal 
problems, etc. 


What Medication Can Do 


Prior to 1918, the usual or standard reme- 
dies for Parkinson’s disease were hyoscine, 
belladonna and stramonium. By 1940, the ex- 
tracts of the potato plants and their combina- 
tions—atropine, Bellabulgara, vinoBEL® and 
RABELLON®—were added to the armamentari- 
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um.” Within the past decade, synthetic drugs 
have been created in such increasing numbers 
that it has become difficult for the general 
practitioner to keep up with them. Therefore, 
I shall attempt to define the best current drugs 
in terms of their dosage, administration, as- 
sets, side reactions and limitations. 

It should be emphasized that if it were not 
for disturbing side reactions, we would already 
have sufficient drugs available to control every 
symptom of Parkinson’s disease. For exam- 
ple, if we could increase the dosage of hyoscine 
to 10 or 20 tablets a day, we could eliminate 
the most violent tremor. However, at that level, 
the patient would be fast asleep, and we know 
that during sleep there is no tremor. The same 
is true of PARSIDOL® and BENADRYL®. The ulti- 
mate purpose is to have drugs that will com- 
bat the symptoms without impairing the alert- 
ness of the mind or parching the throat to the 
extent that the patient cannot speak or swal- 
low. The chemists and pharmacologists are 
striving to produce ever better synthetic drugs 
with specific action against individual symp- 
toms and with minimal side effects. Synthetics 
constitute our best hope, because they can be 
produced in endless numbers. On the other 
hand, the sum of natural drugs derived from 
the plants of belladonna, Hyoscyamus and 
stramonium are atropine, hyoscine and hyo- 
scyamine (hyoscyamine becomes atropine aft- 
er it enters the stomach).* Therefore, if we 
were to extract potato plants for the next hun- 
dred years, we could derive no ingredients 
other than atropine and hyoscine. In addition 
to other disturbing reactions, atropine can 


cause glaucoma; hence, its use should be: 


avoided in older people.° 
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TABLE 1 
STANDARD Drucs FoR PARKINSON’S DISEASE 
DAILY DOSAGE RANGE 
HOW SUPPLIED (me. ) 
TRADE NAME GENERIC NAME (uns. INDICATIONS 
30-50 years | 50-70 years 
| | | Rigidity, tremor, akinesia, Dr 
ARTANE®* Trihexyphenidy] 2;'$ | 10-25 6-10 oculogyria, depression, col 
| inertia 
paciTaNe®* Cycrimine HCl 1.25, 2.5 5-15 2.5-7.5 Same as Artane Fe 
KEMADRIN®* | Procyclidine HCl 5 15-60 7.5-30 Same as Artane Fe 
Benstropine | Muscle spasm, cramps, 
COGENTIN®* ieitliiiiiiesiiasts 2 4-10 2-6 severe rigidity, contractures, D 
| frozen states 

4 Muscle spasm, rigidity, 

fatigue, weakness, 

Disipal* Orphenadrine 50 150-450 100-150 sluggishness, depression, s 
sialorrhea, diaphoresis, 
blepharospasm 

Parsidol* Ethopropazine HC1 50, 100 100-800 50-400 Tremor, muscle spasm D 
Tension, excitement, I 
Benadryl* Diphenhydramine HC1 25, 50 200-300 100-200 
‘ 
Hyoscine ler tH 0.3, 0.45, 0.6 1.8-3.0 1.2-2.4 Tremor, rigidity, oculogyria 
— lon 2 46 24 Nervousness, delusions, 
obsessions, hallucinations 
THORAZINE®* | Chlorpromazine HC1 25, 50 25-50 25-50 Insomnia | 
(Bedtime only) | (Bedtime only) 
: DEXEDRINE®* | Dextro-amphetamine 5, 10, 15 10-30 5-20 Lethargy 
THEPHORIN®* | Phenindamine 25 75-150 75-125 Hypersensitivity 
Rabellon Belladonna 0.5 1.5-3 0.5-1.5 Hypersensitivity 
*Synthetic drugs. 
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TABLE 1 (Continued) 
STANDARD Drucs FOR PARKINSON’s DISEASE 


SIDE REACTIONS 


STRUCTURAL FORMULA 


MANUFACTURER 


Dry mouth, blurred vision. Overdosage produces mental 
confusion, delirium, agitation and hallucinations 


Lederle Laboratories 


Fewer reactions than with large doses of Artane 


Eli Lilly and Company 


Fewer reactions than with large doses of Artane 


Burroughs Wellcome & Co. 


Dryness of mouth, occasional skin reaction 


Merck Sharp & Dohme 


Slight dryness of mouth 


Riker Laboratories, Inc. 


Drowsiness, dizziness 


Warner-Chilcott Laboratories 


Drowsiness, dizziness 


Parke, Davis & Company 


Severe dryness of mouth, blurring of vision, dizziness, 


drowsiness 


All drug manufacturers 


Stuffy nose, loose bowels 


Riker Laboratories, Inc. 


Not apparent 


Smith, Kline & French 


Excitation, restlessness, increase in tremor 


Smith, Kline & French 


Not apparent 


Hoffmann-La Roche, Inc. 


Slight dryness of mouth, blurring of vision 


Merck Sharp & Dohme 
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TABLE 2 


SupPLEMENTARY Drucs FoR PARKINSON’s DISEASE 


TRANQUILIZERS 


EQUANIL® in 200 or 400 mg. doses helps to counteract nervousness, restlessness and anxiety in an occasional 
patient. SUAVITIL® in 1 mg. doses is about equally effective. 


BARBITURATES 


These should be avoided if possible, because they tend to linger in the body and retard niotor function. 


ALCOHOL 


In moderate dosage this should not be prohibited if it serves to allay tension, anxiety and stress in the patient. 


CYTOMEL® 


In doses of 12.5 or 25 wg. in the morning and at noon, this drug proves helpful in some hypometabolic patients. 
In 30 test cases, a daily dosage of 50 wg. was inactive against lethargy, akinesia and adynamia. 


TUBADIL® 


(Curare) Injections of 1 to 2 cc. once a week are of temporary help to an occasional patient with severe rigid- 
ity, but it is difficult to be certain that some of the effects are not psychologically induced by the process of in- 
jection. A thoroughly controlled study should be made to determine the effectiveness of this drug. 


VITAMINS 


Patients with limited appetite, dysphagia and faulty diet are benefited by multiple vitamins; some are benefited 


by 50 mg. of thiamine hydrochloride three times daiiy. 


HORMONES 


These should be limited to patients with menopausal syndromes. Impotence in the male is not counteracted by 


oral or parenteral testosterone. 


FLEXIN® 


In 25 patients with Parkinson’s disease, this alleged muscle relaxant was tried alone and in combination with 
Artane, Dexedrine and Disipal. All but one patient quickly discontinued its use, claiming weakness, greater rigid- 


ity and gait disturbance. 


RITALIN® 


In 10 mg. doses, this drug proved ineffective in 30 cases. Some analeptic benefits are derived from 20 or 40 mg. 


doses in the morning and at noon. 


MARSILID® 


In 50 mg. doses, this drug exerts an action somewhat similar to that of Ritalin, in an occasional patient. 


With synthetic drugs, countless types of new 
products can be created. Also, minor altera- 
tions in available products can lead to a com- 
plete change in the pharmacologic action of 
the new compounds. As an illustration, the 
addition of one methyl group at the ortho posi- 
tion of diphenhydramine (Benadryl) served 
to change completely the pharmacologic activ- 
ity of the new product orphenadrine,° which is 
marketed as Disipal (figure 1). 

Whereas Benadryl is known to produce 
somnolence, the new preparation is a cerebral 
stimulant and euphoriant. Furthermore, as op- 
posed to the minimal action of the parent 
compound, Disipal exercises a most powerful 
action against sialorrhea, diaphoresis, blepha- 


12 


rospasm and oculogyria. It should therefore 
be obvious that for the doctor synthetics har- 
bor prospects of ever better tools to combat 
the symptoms; to the patient, they give hope 
of ultimate complete relief from the symptoms. 

The current standard drugs for the treat- 
ment of Parkinson’s disease are listed in table 
1. In addition there are accessory or supple- 
mentary remedies that can be beneficially em- 
ployed by some patients (table 2). 

It is important that we have many drugs 
available,’ because patients tend to tire of any 
remedy during the long siege of the illness, 
and some patients are forever looking for a 
new treatment or “cure.” It is also true that 
drugs tend to lose their effectiveness with the 
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passing of time and other effective agents must 
be available to replace them. In some cases, 
too. there are so many symptoms to treat that 
three, four or more drugs are required at one 
time. This is especially so because certain 
drugs, such as Benadryl, are good for tremor 
but have minimal or no action against rigidity 
or akinesia. It is necessary, therefore, that we 
have a large storehouse of good remedies, in 
order to cope successfully with the changing 
tastes, needs and tolerances of the patients. 

While it is important that the doctor under- 
stand the action of the individual drugs, it is 
equally important that he employ good judg- 
ment when combining the drugs. Table 3 gives 
a practical plan for administering the agents 
alone and in combination as required. 


Use of Physiotherapy 


If maximum benefits are to be derived, 
physiotherapy must be employed regularly 
through the years by every patient with rigid- 
ity. The patient should be prepared not to ex- 
pect great changes from one or several such 
treatments; he should realize that his entire 
future well-being demands that he submit to 
these treatments regularly, especially in the 
presence of contractures, postural abnormali- 
ties, impaired gait and poor balance. 

Physiotherapy in parkinsonism should be 
confined to the modalities that provide health 
to the muscles rather than momentary com- 
fort to the patient. It should consist of mas- 
sage, passive stretching of muscles, and active 
exercises in the gymnasium or treatment with 
special equipment and calisthenics at home. 
Diathermy, electrotherapy, ultraviolet radia- 
tion and sun lamps are of little value in Park- 
inson’s disease. 

Massage should be vigorous and deep. In 
patients with unilateral symptoms, this should 
be concentrated on the affected arm and leg. 
In patients with bilateral symptoms, in addi- 
tion to the limbs, the neck and spinal muscles 
should receive careful attention. 

Stretching exercises by the physiotherapist 
likewise should be concentrated on the mus- 
cles most severely involved, particularly those 
of the fingers, wrists, elbows, shoulders, knees, 
ankles and neck. Some physiotherapists falsely 
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conclude from the bent appearance and slug- 
gish movement of the patient that he is feeble 
and delicate. They therefore fear to use more 
than gentle stretching movements, which prove 
of no benefit to the patient. It is important to 
inform the physiotherapist that these patients 
are generally well preserved in body and that 
they can tolerate and should receive vigorous 
massage and manipulation. 

Patients with Parkinson’s disease may be 
classified in three groups. Group 1 consists of 
those with moderate to severe rigidity. In 
these patients physiotherapy is mandatory in 
order to: (1) prevent and lessen contractures 
and deformities; (2) prevent drooping of the 
head, flexion of the trunk, scoliosis, lateral list 
of the body, torticollis, and kyphosis; (3) pre- 
vent equinus posture and the propulsion and 
festination that follow; and (4) teach the pa- 
tient proper balance, so that he can prevent 
falls and injuries which lead to chair or bed 
confinement and ultimate invalidism. 

Group 2 includes patients with mild rigid- 
ity. In this condition, physiotherapy is needed 
to: (1) maintain the patient’s good state of 
health and (2) prevent contractures and dis- 
abilities in the future. In group 3 are patients 
with tremor but with little or no rigidity. 
Physiotherapy is not required for these pa- 


TABLE 3 


Use or ANTIPARKINSONISM Drucs ALONE 
AND IN COMBINATION 


For hypersensitivity, use Thephorin and small doses of 
Rabellon or Artane. 


For all symptoms, use Artane, Pagitane or Kemadrin. 


If the following symptoms are present, supplement with: 


Insomnia Thorazine 
Lethargy Dexedrine 
Nervousness, obsessions, Rauwolfia 


delusions, hallucinations 


Parsidol, Benadryl or 


Severe tremor 


hyoscine 
Sluggishness, weakness, Disipal 
fatigue, depression 
Cramps, muscle spasm, Cogentin 


contracture, severe rigidity 
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tients. General activity and exercise by the pa- 
tient suffice. 

Although physiotherapy is basic to the treat- 
ment of this disease, good but insufficient fa- 
cilities are available only in larger centers and 
a few rural areas of this country. Even where 
such facilities are available, many patients 
cannot obtain them because of the high cost. 
Patients who could be maintained at work or 
at home in the care of children become un- 
employable and helpless invalids because of 
lack of physiotherapy facilities or the inabil- 
ity to purchase them. A Parkinson foundation 
is needed to help promote and support these 
required services as well as occupational and 
recreational therapy, trade retraining, social 
service, special nursing care, etc. 


What the Neurosurgeon Can Do 


There are thousands of elderly patients with 
Parkinson’s disease who are beyond the help 
of conservative therapy because of poor toler- 
ance and hypersensitivity to all drugs® or be- 
cause of disability resulting from neglect. Such 
people desperately need help from the neuro- 
surgeon. During the last two decades, every 
segment of the nervous system, from the cor- 
tex to the roots of the cauda equina, has been 
severed in efforts to bring relief to patients 
with this disease.*'* However, the ventures 
were doomed to failure because of our lack of 
knowledge as to the exact areas or pathways 
responsible for tremor, rigidity and akinesia. 
Surgeons did not know where or what to cut. 

Within the past few years, two new surgical 
procedures have appeared, aiming at a spe- 
cific attack on the globus pallidus.’*** The 
ligation of the anterior choroidal artery has 
been abandoned because of numerous compli- 
cations or the return of symptoms within six 
months to one or two years.’ The more recent 
method of pallidectomy by procaine oil, alco- 
hol, leukotome, electrocoagulation or isotope 
is less hazardous but will require time for 
evaluation of its adequacy and lasting value. 
Thus far, favorable results have been obtained 
only in young patients and those in whom 
there is unilateral involvement, but these pa- 
tients are not the problem. The older patients 
in whom, through the years, the worst forms 
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of bilateral symptoms develop are those in 
greatest need of neurosurgical help. Unfortu- 
nately, because of the risk of hemorrhage and 
other complications, these are the very pa- 
tients the neurosurgeon prefers not to treat. 


What the Patient Can Do 


The patient should perform all activities 
within his capacity, but not to the point of ex- 
haustion. When indicated, he should reduce 
the hours of work and take free intervals to 
relax. He should refrain from work which 
creates pressure because of a time limit. He 
should take more vacations, mingle with peo- 
ple, and participate in community activities. 
However, he should avoid excitement when 
possible. He should acquire hobbies and spe- 
cial interests within the limits of his physical 
resources. 

The patient can materially help himself and 
make the treatment more effective by having 
faith in the doctor, cooperating spiritedly in 
the plan of therapy, making frequent visits to 
the doctor, and taking regular exercise to keep 
his muscles from freezing. The patient can 
hinder the treatment by endless complaints, 
lack of cooperation, and constant rumination 
on what may portend 10 years hence when 
and if he becomes totally disabled. A patient 
who is depressed by physical infirmities, the 
loss of a job, or preoccupation with a bleak 
future is not good material for therapy, regard- 
less of what measures are employed. Such pa- 
tients should be maintained on a minimum of 
medication, in order to obviate needless com- 
plaints of side reactions; the treatment has to 
rest heavily on psychotherapy and frequent 
visits to the doctor. A patient of cheerful dis- 
position is a great asset to the treatment and, 
in turn, derives benefits that grow from confi- 
dence in the doctor and the treatment. 

As a rule, elderly patients tend to be sensi- 
tive to all types of medication. Moreover, 
minor reactions that pass unnoticed in young- 
er patients can become a source of great con- 
cern to them. This is understandable when it 
is considered that the elderly patient is more 
or less resigned to his physical infirmities but 
jealously treasures his intact mental faculties. 
Hence, drugs that rob him of clear thinking 
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or confuse and becloud his memory are likely 
to cause resentment and a discontinuance of 
treaiment. Special caution should be exercised 
in the choice and dosage of drugs for this type 
of patient. 


What the Family Can Do 


The importance of frequent visits to the 
doctor for supervision of the patient and the 
necessity of guidance of the family and friends 
who share in the patient’s care cannot be too 
strongly emphasized. The family should be 
prepared to adopt a realistic understanding of 
the nature of the ailment, so that they may not 
surround the patient with unnecessary restric- 
tions or unwittingly expose him to harm and 
danger. The patient should be encouraged to 
be active and to perform work and all tasks 
within the limits of his resources, even if it 
takes a longer time. He should be helped only 
in matters which are beyond his capacity. The 
requirements of physiotherapy and exercise 
should be carefully managed, and, for the pa- 
tient who becomes forgetful with age, an easy 
schedule of reminders should be worked out, 
such as when he should take his medication, 
exercises, etc. 

If rigidity is far enough advanced so that 
certain tasks become difficult, all tasks should 
be made easier, in order that the patient may 
continue to perform them. Wherever feasible, 
buttons on his clothes should be replaced with 
zippers and snaps. If getting out of a chair is 
a problem, a special chair should be set aside 
for him, with the front legs cut an inch or two 
shorter than the rear ones. A double rope 
should be attached to the foot of the bed to 
make it easier for the patient to get in and out. 
When gait and balance are unsteady, a walker, 
cane or tripod can serve the patient to better 
advantage than confinement to a wheel chair. 


What the Community Can Do 


The expense of research and the care of 
chronic patients have grown beyond the means 
of individuals, families or educational institu- 
tions. This is evidenced by the establishment 
by the community of many foundations for 
the support of research in poliomyelitis, multi- 
ple sclerosis, muscular dystrophy, myasthenia 
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gravis, epilepsy, cancer, heart disease, etc. No 
foundation has yet been established for people 
who have Parkinson’s disease. These are hard- 
working, conscientious, self-sacrificing and in- 
telligent people who deserve every assistance 
from the community in their hour of need. 

A Parkinson foundation would help in the 
following ways: 

1. To promote research on the cause and 
prevention of Parkinson’s disease. 

2. To promote research on better drugs. 
This currently holds special value, because 
within the past two years it has been found 
possible to produce Parkinson-like symptoms 
with Thorazine and reserpine. Hence, inten- 
sive chemotherapeutic research may lead to 
the discovery of drugs that will act on the same 
brain centers as Thorazine, but with the op- 
posite effect of preventing, or at least arrest- 
ing, any progression in the symptoms. 

3. To promote research in better surgical 
procedures for the relief of advanced and dis- 
abled patients as well as research in neuro- 
pathology and neurophysiology, so that the 
neurosurgeon may come to know the areas 
and pathways responsible for the symptoms 
of Parkinson’s disease. 

4. To promote the training of large staffs 
of personnel for the rehabilitation and care of 
the afflicted. We need more physiotherapists. 
In some areas, patients have to travel as far as 
30 miles to reach a physiotherapist, and they 
become so exhausted by the travel that they 
lose all advantages of the treatment. More re- 
habilitation facilities should be available with- 
in the reach and means of patients in every 
community. 

5. To promote the establishment of place- 
ment facilities for the care of the advanced 
and disabled patients. At present, such patients 
with problems beyond the resources of the 
family have nowhere to go, because general 
hospitals and nursing and convalescent homes 
do not welcome them, on grounds that they 
are not interesting teaching material or that 
they require extra nursing care. It is small 
wonder that some patients with Parkinson’s 
disease, through frustration and depression, 
attempt suicide and ultimately are committed 
to state hospitals, where they do not belong. 
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Conclusion 


The plan and need for teamwork to combat 
successfully the growing problem of Parkin- 
son’s disease have been presented. While ideal 
conditions are not available, much can be 
accomplished for the patient with present fa- 
cilities and the added understanding and bet- 
ter remedies of the past decade. Far more will 
be possible when a Parkinson foundation 
comes into existence to promote research and 
to help the doctor with placement and rehabil- 
itation facilities for the advanced and disabled 
patients. 
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84. RADIATION HAZARDS 


The physician must be continuously advised on the necessity of proper | 
preparation of the patient for examination, the selection of the patient who | 
needs x-ray examination and discouragement of the use of radiologic proce- 
dures that are unlikely to add to the health of the person involved. Even | 
though long advocated, it is necessary to continue to stress the need for the | 

| 


examination. 


The need for the examination and preparation of the patient lies largely 
in the hands of the clinician, and he must be familiar with both. He will have 
to prepare the patient for every examination in a much more thorough way 
than he has heretofore. This preparation may vary from nothing—for in- 
stance, in the study of the wrist with a question of fracture—to the necessity 
of administering 2 oz. of castor oil and possibly enemas for the patient who 
is to have a study of the abdomen. Patients scheduled for even so minor a 
procedure as a plain film of the abdomen, excluding the emergency, should 
be prepared. Again two things must be emphasized: There should be a need 
for the examination; and the requirements for correct examination should 
be carried out. Useless repetitions consume the total amount or more of 


medical dosage. 


Laurence L. Robbins, Radiation hazards, New England Journal 
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JOHN H. TALBOTT* 


Tue increased inci- 
dence of systemic lu- 
pus erythematosus dur- 
ing the past few years 
emphasizes the impor- 
tance of considering 
this possibility in the 
differential diagnosis of 
sporadic clinical prob- 
lems that appear vague 
or nonspecific at initial § JOHN H. TALBOTT 
examination. Until re- 

cently, systemic lupus as well as the other 
unusual connective tissue disorders were suf- 
ficiently uncommon to warrant their inclusion 
in “rare” categories only. The dramatic re- 
versal in incidence is noteworthy. 

The terms “collagen disease” and “connec- 
tive tissue disease” are widely used in cur- 
rent literature, and familiarity has dispelled 
much of the mysticism formerly associated 
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The Uncommon Connective 
Tissue Diseases 


University of Buffalo School of Medicine, Buffalo 


with these terms. Collagen is but one chemi- 
cal and morphologic feature of connective tis- 
sue. Klemperer and associates’ introduced the 
term “collagen disease” a little more than a 
decade ago, and, rightly or wrongly, it has 
been widely used. 

Rheumatoid arthritis is probably the most 
common connective tissue disease encountered 
in medical practice. Until recently its diag- 
nosis was based primarily on clinical findings. 
Laboratory tests or procedures were not avail- 
able to confirm the clinical diagnosis prior to 
the development of chronic joint changes. Im- 
proved methods of handling sheep cells or 
latex particles have provided laboratory tests 
to confirm our clinical impressions. Just what 
the agglutination procedures will reveal in re- 
gard to joint disease that may accompany the 
other connective tissue disorders remains to 
be seen. 

This poses the question, What is atypical 
rheumatoid arthritis? In some cases of typical 
rheumatoid arthritis there is subsequent clini- 
cal and pathologic evidence of systemic lupus 
erythematosus or one of the other diffuse con- 
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nective tissue maladies. Possibly in these in- 
stances the initial clinical symptoms should 
have been attributed to some other disturb- 
ance than typical rheumatoid arthritis. It is 
not possible at present to determine precisely 
whether or not typical or atypical rheumatoid 
arthritis is but a forerunner of the unusual 
collagen disorders, when such a transformation 
occurs. Nor is there general agreement re- 
garding the diagnosis when the L. E. cell phe- 
nomenon is demonstrated or a positive muscle 
biopsy is reported in a patient with clinical 
rheumatoid arthritis. 

I believe the diagnosis “rheumatoid arthri- 
tis” should refer to the “garden variety” type 
with neither L. E. cells in the peripheral blood 
nor a positive skin or muscle biopsy. If an 
abundant number of L.E. cells are demon- 
strated or the skin or muscle biopsy is posi- 
tive for systemic scleroderma or acute derma- 
tomyositis, and the patient appears to have 
something more than typical rheumatoid ar- 
thritis, I favor the diagnosis of the less com- 
mon connective tissue disorder. These remarks 
concerning rheumatoid arthritis apply also to 
acute rheumatic fever, although in our ex- 
perience this differential diagnosis is not en- 
tertained frequently because of the relatively 
low incidence of acute rheumatic fever in rela- 
tion to rheumatoid arthritis. 

If rheumatoid arthritis and acute rheumatic 
fever are the more common connective tissue 
disorders, we may class in the less common 
category systemic lupus erythematosus, sys- 
temic scleroderma, acute dermatomyositis, 
polyarteritis and thrombotic thrombopenic 
purpura. Other more remote conditions in- 
clude chronic nonspecific ulcerative colitis, 
sarcoidosis, acute glomerulonephritis, idio- 
pathic thrombopenic purpura, idiopathic he- 
molytic anemia, malignant hypertension, and 
the Hamman-Rich syndrome. Conclusive proof 
for or against inclusion of these latter disturb- 
ances with the connective tissue disorders is 
lacking. I believe we should limit our concept 
rather than broaden it, and I am inclined to 
include only lupus, scleroderma, dermatomyo- 
sitis, polyarteritis and thrombotic thrombo- 
penic purpura. 

At the onset of symptoms in the less com- 
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mon disorders the clinical and laboratory find. 
ings may not be particularly helpful and one 
should be skeptical regarding a specific diag. 
nosis. Early in the clinical course a presump. 
tive diagnosis of acute rheumatic fever or 
acute rheumatoid arthritis may seem justified 
on the basis of clinical findings, and features 
characteristic of these conditions may per. 
sist as evidence supporting a disseminated 
malady appears eventually. Then the clinical 
and laboratory findings of one of the less com. 
mon disorders are noted. General agreement 
is lacking on interpretation of the pathogenic 
process underlying this phenomenon. I believe 
that in such an instance only one disease is 
present and that the less familiar malady pre- 
sented the more familiar joint symptoms in- 
cidentally, in contrast to a transition from one 
disease to another with persistence of clinical 
symptoms. 


Systemic Lupus Erythematosus 


In the past, discussions of systemic lupus 
erythematosus tended to emphasize the ery- 
thematous rash on the face and exudative 
phenomena. These clinical features are still 
observed in some cases but their incidence is 
considerably lower than that reported former- 
ly. Currently the presenting symptoms appear 
to center in the muscles and joints, which is a 
good reason why rheumatologists are intensely 
interested in this disease. 

Systemic lupus is by far the most frequent- 
ly encountered of the less common connective 
tissue disorders. There is also a greater possi- 
bility of confusing rheumatoid arthritis or 
acute rheumatic fever with systemic lupus. 
particularly before dissemination occurs. Not 
infrequently a diagnosis of either of these two 
conditions, based on satisfactory clinical evi- 
dence, has been assumed in a patient who died 
subsequently of lupus. 

Lupus has masqueraded also as epilepsy. 
tuberculosis, glomerulonephritis, one of sev- 
eral blood disturbances, and subacute bacte- 
rial endocarditis. Because lupus often simu- 
lates rheumatoid arthritis or acute rheumatic 
fever in the early stages, it seems to me that 
it is desirable to inspect the peripheral blood 
for the presence of the L. E. cell in many cases 
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in which we suspect that the patients have 
either of these more common maladies. This 
shoul be done as early in the course of the 
disease as possible, and the blood study should 
be repeated at least once a year in rheumatoid 
arthritis to detect any variations in the antici- 
pated natural history of the disease. Few phy- 
sicians deny the desirability of a search for 
L.E. cells when a patient presents atypical 
features of either of these maladies or when 
the clinical course regresses in spite of sup- 
portive treatment. 

The possibility of the subsequent develop- 
ment of systemic lupus erythematosus in cases 
of benign chronic discoid lupus is an impor- 
tant clinical problem. Localized skin lesions 
of discoid lupus may be present for a decade 
or more before dissemination develops and 
clinical manifestations of systemic lupus are 
recognized. Dermatologists are likely to see 
this phenomenon. In one series of cases of 
benign chronic discoid lupus the incidence of 
subsequent development of systemic lupus was 
as high as 25 per cent. When a diagnosis of 
benign discoid lupus is made, one should ren- 
der statements on prognosis with reservation. 

We do not know the cause of systemic lupus 
erythematosus. Some evidence supports a hy- 
persensitivity mechanism but conclusive data 
are lacking. Three items favor the hypersen- 
sitivity theory. 

1. Patients with systemic lupus tend to be 
supersensitive to sun or artificial ultraviolet 
radiation. A profound systemic reaction may 
follow a relatively short exposure with rapid 
development of ominous symptoms. Nor does 
the patient with lupus develop tolerance to 
ultraviolet light. It is not unusual for devas- 
tating effects to follow even a few minutes’ 
exposure to the sun. 

2. A lupuslike clinical syndrome appears 
following ingestion of hydralazine. This proc- 
ess was sufficiently disturbing in a small per- 
centage of patients who received hydralazine 
to raise the question as to whether or not the 
classic entity had developed. Fortunately, with- 
drawal of the drug resulted in subsidence of 
the symptoms. A long follow-up will be neces- 
sary, however, before we can dismiss the pos- 
sibility of the reappearance of the lupuslike 
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entity. Only after such a lengthy follow-up is 
one justified in assuming the disturbance was 
temporary and reversible. 

3. Also supporting the hypersensitive mech- 
anism is the appearance of L. E. cells in the 
blood after a severe penicillin reaction. We 
should view the disappearance of the L. E. 
cells with the same qualifications as we do the 
subsidence of symptoms in the syndrome fol- 
lowing withdrawal of hydralazine. 

Two additional features deserve mention in 
a discussion of hypersensitivity and lupus, al- 
though they do not carry equal weight to the 
three just noted. The increased incidence of 
lupus during the past decade has followed the 
introduction and widespread use of antibiotics 
and other chemotherapeutic agents. Although 
any cause-and-effect conclusions are purely 
speculative, we cannot dismiss the coincidence. 
Also, an anticomplimentary serologic test for 
syphilis is a relatively common phenomenon 
in lupus. This serologic finding is not to be 
confused with the biologic false-positive test 
that may be noted in this malady. 

Diagnostic criteria—I shall present the 
pathologic findings first. Historically this is 
proper, since up to a few years ago the diag- 
nosis of systemic lupus was usually made at 
autopsy. One of the first lesions to be recog- 
nized microscopically was proliferation of the 
endothelial cells of the glomerular capillaries 
and hyaline thickening of the basement mem- 
brane which created the appearance of a 
“wire loop,” caused by hyalin which stains 
intensely with eosin. Although material for- 
merly was obtained post mortem, investiga- 
tors now are able to study the kidney by trocar 
biopsy. This is an important diagnostic tool, 
particularly in view of the relatively high in- 
cidence of renal changes in systemic lupus. 
Changes similar to the wire loop lesion may 
be observed in other types of renal disease but 
those in lupus are sufficiently specific to be 
highly significant. The typical onionskin le- 
sions of the spleen have been observed and 
material has been removed at abdominal ex- 
ploration, usually under the mistaken diag- 
nosis of idiopathic hemolytic anemia, as well 
as at postmortem examination. Microscopic 
findings are sufficiently specific in lupus to 
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make the diagnosis highly probable when they 
are present. Other morphologic findings in- 
clude nonbacterial endocarditis, hematoxylin- 
staining bodies in the heart, necrosis of lymph 
nodes, and interstitial changes in the paren- 
chyma of the lung. 

Laboratory findings are especially helpful 
in contemporary clinical practice and permit 
an early diagnosis of systemic lupus when clini- 
cal warnings are heeded. The most significant 
Jaboratory determination is the L. E. cell phe- 
nomenon. In 1948, Hargraves and associates* 
discovered this cell in the bone marrow of pa- 
tients who had systemic lupus. Almost at the 
same time, Haserick*® reported similar find- 
ings. A search of the peripheral blood accord- 
ing to the method recommended by Haserick 
usually reveals these cells if the patient has 
systemic lupus. 

The L. E. cell is a mature neutrophil com- 
prising a homogeneous reddish-purple stain- 
ing inclusion body. A second characteristic 
phenomenon usually found in the same prepa- 
ration as the L. E. cell is the L. E. roset. The 
rosets are conglomerates of normal-appearing 
white blood cells which surround a reddish- 
purple staining mass. 

Most important in the detection of the L. E. 
cell is the experience of the microscopist. The 
L. E. cell test is probably as specific a test as 
is available for the laboratory confirmation 
of a clinical diagnosis. The incidence of posi- 
tive results, as reported in the literature, varies 
from less than 50 per cent to virtually 100 per 
cent. The percentage of positive findings is 
directly proportional to the number of times 
the test is applied in each case of suspected 
lupus. Although repeatedly negative L. E. tests 
do not exclude the diagnosis, careful examina- 
tion will reveal the L. E. cell phenomenon in 
most cases of well-developed lupus. 

False-positive serologic tests for syphilis 
have introduced a fascinating phase into the 
lupus problem in recent years. Their incidence 
reportedly is as high as 25 per cent. A trepo- 
nemal immobilization test with a negative re- 
suli is confirmatory evidence of a biologically 
false-positive serologic test. It is important to 
appreciate that a number of patients who have 
shown chronic biologic false-positive serologic 
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reactions have developed systemic lupus at « 
later date. Several years may elapse between 
the false-positive reaction and the appearance 
of systemic symptoms. This observation has 
prompted several investigators to presume that 
the natural history of lupus may be consid. 
erably longer, by years, than was formerly 
supposed. 

Other laboratory features of lupus include a 
hemolytic type of anemia, a positive Coombs 
test, increase in the sedimentation rate, leuko. 
penia, and decrease in circulating platelets, 
Serum globulin frequently is increased, and 
flocculation tests for hepatic function may give 
positive results. These findings do not mean 
that the liver necessarily is involved, although 
it may be. 

Clinical characteristics—The clinical pic- 
ture of systemic lupus is extremely variable. 
The classic picture of joint distress, unex- 
plained malaise, fever, weight loss, and a but- 
terfly rash on the face is not a common clini- 
cal finding. Generally the diagnosis is more 
difficult. The insidious development of symp- 
toms which persist for weeks or months with- 
out offering more helpful clues is disturbing. 
Haserick has identified the multifaceted pic- 
ture which may be observed early in the 
course of the disease as the “L. E. diathesis.” 
It includes hypersensitivity to infections and 
drugs, photosensitivity, frequent episodes of 
pneumonia, emotional imbalance, and _idio- 
pathic epilepsy. Other features are visual dis- 
turbances, pleurisy, precordial pain, gastro- 
intestinal symptoms, and complaints referable 
to the genitourinary tract and the central nerv- 
ous system. 

In addition to the false-positive serologic 
test for syphilis, two other observations sup- 
port the presumption that lupus is a chronic 
disease of longer duration than sometimes is 
apparent from the acuteness of the clinical 
symptoms. A few instances of “idiopathic” 
epilepsy have been recorded in which sys- 
temic lupus developed at some later date. Epi- 
leptiform seizures are observed in some cases 
of clinical lupus. The possibility has been en- 
tertained that in the instances of preceding 
“idiopathic” epilepsy the pathologic process 
was confined to the central nervous system for 
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a number of years. Eventually other systems 
were involved. The second observation sug- 
gesting that lupus may be a long-standing 
chronic disease is the incidence of the “garden 
variety” of rheumatoid arthritis, which may 
be present for years in cases in which systemic 
lupus develops subsequently. 


Sysiemic Scleroderma 


Systemic scleroderma is characterized by 
withering of the skin which may follow symp- 
toms of Raynaud’s syndrome or vague arthral- 
gia. Not infrequently, rheumatoid arthritis is 
considered a diagnostic possibility. The skin 
of the face and hands appears to bear the 
brunt of the insult. Patients may experience 
symptoms of Raynaud’s syndrome for as long 
as 20 years before diffuse complaints are re- 
corded. The process may be extremely in- 
sidious with the impact on the gastrointestinal 
tract, the parenchyma or the subcutaneous 
spaces. If only Raynaud’s syndrome appears, 
atrophy of the tufts of the phalanges, subcuta- 
neous calcinosis about the digits, and gangrene 
of the terminal phalanges may be observed. 

Roentgenographic examination of the gas- 
trointestinal tract may reveal changes in the 
absence of clinical symptoms. Marked atony 
of the esophagus and small bowel has been 
observed in several cases in which the patients 
denied any gastrointestinal dysfunction. The 
roentgenographic appearance of the small 
bowel may suggest a “deficiency state.” The 
large bowel is involved less frequently. Pul- 
monary fibrosis is a relatively late finding but 
may be associated with marked pulmonary in- 
sufficiency. Vital capacity or maximum breath- 
ing capacity may be less than 50 per cent of 
the predicted level. Deposition of subcutane- 
ous calcium may be apparent, with extrusion 
of calcium from exposed areas of the body 
such as the knees, buttocks, hands or face, or 
it may be visible only on roentgenographic 
examination in muscle planes of the arms, legs 
or axillae. 

I would like to mention one variant of sys- 
temic scleroderma briefly, because three pa- 
tients in our series have died of this unex- 
pected involvement in a period of only a few 
months. In two instances the presenting symp- 
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toms suggested rheumatoid arthritis. In the 
other case, malignant hypertension was sus- 
pected. The deaths occurred within a few 
weeks or months of the onset of acute symp- 
toms. The cause of death appeared to be pri- 
marily renal insufficiency. There were charac- 
teristic changes in the kidney that are now 
considered diagnostic of scleroderma just as 
the wire loop lesion is of disseminated lupus. 
Prognosis is probably better in systemic 
scleroderma than in any of the other connec- 
tive tissue disorders. Several patients in our 
series have had symptoms for more than 20 
years, with an extremely insidious progress, 
without apparent acute exacerbation. Several 
of the patients with distressing Raynaud’s 
symptoms have benefited from cervical sym- 
pathectomy. As I shall describe later under 
the heading of “Treatment,” each of our pa- 
tients with scleroderma is placed on steroids. 


Acute Dermatomyositis 


Acute dermatomyositis is a diffuse musculo- 
cutaneous process that usually is recognizable 
as a distinct clinical entity from systemic scle- 
roderma. Swelling of the face, particularly in 
the periorbital region, sometimes with erythe- 
ma, may suggest nephrosis, subacute glomeru- 
lonephritis, or systemic scleroderma. In the 
late stages one may encounter considerable 
difficulty in distinguishing between acute der- 
matomyositis with calcinosis and systemic scle- 
roderma with calcinosis. In such instances the 
symptoms that appeared early in the course of 
the disease are helpful. If it began with edema 
of the face and a skin rash, dermatomyositis 
may be the more likely possibility. On the 
other hand, if Raynaud’s symptoms appeared 
with atrophy of the skin of the hands and loss 
of subcutaneous tissue, systemic scleroderma 
is more likely. 


The central groups of muscles tend to be in- 


volved in dermatomyositis, particularly the 
shoulder girdle and the thighs. In scleroderma 
the peripheral groups are affected, notably the 
hands, forearms and feet. The clinical diag- 
nosis should be confirmed by a skin and mus- 
cle biopsy. 

Coexistence of a neoplasm and dermato- 
myositis should be noted. The incidence of 


21 


it a 
een 
nce 
has : 
hat 
sid- 
arly 
lea 
nbs 
ko- 
ets, 
and 
‘ive 
ean 
ugh 
Dic- 
ble. 
rut: 
ini- 
ore a. 
mp- 
ith- 
ng. 
pic- 
the 
is.” 
and 
of 
lio- 
dis- 
tro- 
ble 
gic 
up- 
nic 
is 
ca 
ic” 
ses 
en- 
ing 
ess 
for 


their coexistence is considerably higher than 
one can attribute to coincidence. In some 
series a malignant tumor has been found in 
one of every six cases of dermatomyositis. 
The lesions have included carcinoma of the 
ovary, breast, stomach, lung, esophagus, colon, 
rectum and kidney, sarcoma of bone, Hodg- 
kin’s disease and multiple myeloma. 

Obviously a thorough search is required to 
exclude a neoplastic lesion in every case in 
which a diagnosis of acute dermatomyositis 
is made. The effect that removal of the tumor 
has had on the clinical course of dermato- 
myositis has been less satisfactory than might 
be anticipated if the tumor were considered 
intimately responsible for the musculocutane- 
ous findings. Be this as it may, such a possi- 
bility should not be overlooked. 


Polyarteritis 


This disorder was once identified as peri- 
arteritis nodosa because of the aneurysmal 
dilatation of gross nodulations along the in- 
ternal or peripheral arteries. Some investiga- 
tors prefer to use a newer term, polyangiitis, 
since veins as well as arteries may be affect- 
ed. Polyarteritis is predominantly a disease of 
males. Neurologic findings, particularly pe- 
ripheral neuritis, are common and the disease 
may not be suspected until the peripheral neu- 
ropathy or possibly renal insufficiency becomes 
apparent. Marked eosinophilia is present in 
a minority of instances only. The diagnosis 
should be confirmed by a skin or muscle 
biopsy. In the absence of localized muscular 
symptoms either the deltoid or the gastroc- 
nemic area may be sampled. A variant of 
polyarteritis is the localized form such as in 
the gallbladder or uterus, in which dissemina- 
tion presumably is delayed for one or more 
years. 

Hypersensitivity has greater support in the 
pathogenesis of polyarteritis than in that of 
any of the other connective tissue disorders. 
A history of bronchial asthma has been pre- 
sumed to be the initiating process in some 
cases. Despite the importance attributed to 
hypersensitivity, the incidence of polyarteritis 
has not increased to the same degree as has 
that of systemic lupus. The possibility of an 
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increase in polyarteritis was reasonable jp 
view of the increased use of new organic com. 
pounds in clinical medicine, but we have not 
witnessed this increase up to the present time, 

The percentage of positive pathologic find. 
ings on skin and muscle biopsy is higher jn 
polyarteritis than it is in systemic scleroderma 
or acute dermatomyositis. Possibly the pathol- 
ogists are more familiar with polyarteritis and 
are more ready to commit themselves to a 
pathologic diagnosis. The prognosis with ste. 
roid therapy is similar to that of systemic lupus, 


Treatment 


Treatment of the uncommon connective tis. 
sue disorders leaves much to be desired. There 
is no cure, just as there is no cure for rhev- 
matoid arthritis. General measures as well as 
quasi-specific agents, however, have proved 
very helpful, and with the great emphasis on 
pathogenesis and treatment in research lab- 
oratories we are always hopeful that specific 
treatment may not be far away. Even with- 
out specific compounds, I am confident that 
measures currently available have prolonged 
life and inhibited distressing symptoms. 

Nutrition should be maintained. Usually 
this is possible because of the appetite-stimv- 
lating action of adrenal steroids. Heart-failure 
should be treated with a low salt diet and 
suitable cardiac preparations. Unfortunately 
the low salt diet is not generally acceptable, 
and the physician must weigh its advantages 
against its disadvantages. Physical rest during 
the acute phase of the disease is obligatory. 
Mild or severe infections should be sought 
out carefully and repeatedly, and treated with 
appropriate antibiotics. 

Patients who have one of the uncommon 
connective tissue disorders should avoid the 
indiscriminate use of drugs. Sulfonamides 
probably should be used only if sensitivity 
tests indicate that other antibiotics are un- 
suitable. Penicillin has been under some sus- 
picion because of the incidence of hypersensi- 
tivity to it and because of the appearance 
of the L. E. cell body associated with a reac- 
tion to penicillin in exceptional instances of 
patients who did not have clinical lupus. Some 
observers have noted that antibiotics are in- 
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eflective unless adrenal steroids are adminis- 
tered simultaneously. Obviously, avoidance of 
exposure to the sun or to artificial ultraviolet 
radiation deserves particular attention. 

I believe administration of one of the ad- 
renal steroids or adrenocorticotropic hormone 
offers the most promising temporary benefit 
at present. For our patients, we begin with 
fairly large doses of ACTH as soon as the 
diagnosis is confirmed. We give from 40 to 80 
units of a long-acting ACTH preparation daily 
for a minimum of two or three weeks. After 
this period we usually change to prednisone 
or prednisolone; from 20 to 40 mg. of pred- 
nisone is given daily in divided doses. One 
should limit the amount to that necessary to 
control symptoms, or, failing this, to the point 
of tolerance as determined by development of 
cushingoid features. 

Supplementary potassium, exchange resins 
and oral or mercurial diuretics are helpful in 
maintaining water and salt equilibrium if there 
isa tendency to retention of these compounds. 

Most patients seen in our clinic are main- 
tained on steroids as long as symptoms per- 
sist. An attempt is made to control symptoms 
rather than to correct any laboratory abnor- 
mality. The majority of the patients experi- 
ence an improvement in well-being, an in- 
crease in appetite, a gain in weight beyond 
that which may be due to fluid retention, and 
a suppression of fever, and have an optimistic 
outlook. 

The usual contraindications to long-term 
steroid therapy in full pharmacologic doses 
should be heeded. Sometimes the number of 


-L.E. cells diminishes during a remission and 


sometimes they disappear. This disappearance 
does not mean that a cure has been achieved. 

The antimalarial drugs have also gained 
considerable favor recently for treatment of 
the connective tissue disorders. This has been 
based on their beneficial effect in chronic dis- 
coid lupus. They have been used alone as well 
as with adrenal steroids. With the relatively 
low incidence of side reactions to this group 
of drugs, it is believed that they provide one 
more therapeutic approach to management of 
these conditions and should be tried if ste- 
roids do not control the symptoms. 
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Summary 


It is important to appreciate that initially 
the symptoms of each of the several unusual 
connective tissue disorders may suggest acute 
rheumatic fever or acute rheumatoid arthritis. 
One should suspect their presence, therefore, 
if uncommon phenomena or uncommon fea- 
tures develop in a case of either of these more 
common maladies. 

The incidence of systemic lupus erythema- 
tosus is increasing at an alarming rate, but we 
do not understand the reason for this increase. 
Acute dermatomyositis also is appearing more 
frequently, possibly related to its recognition 
but probably also to an increase in incidence. 
The tremendous expansion in use of organic 
preparations in clinical medicine, particularly 
the antibiotics, may be related to the increased 
incidence. This is purely speculative reason- 
ing, however. 

Recognition of these conditions is more 
exact today owing to the discovery of the L. E. 
cell phenomenon and the significance of a skin 
or muscle biopsy. Treatment leaves much to 
be desired, but supportive measures as well as 
nonspecific steroids and antimalarials con- 
tribute materially and may prolong comforta- 
ble living for months or even years. 
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Practical Management of 
Chronic Ulcerative Colitis 


STUART T. ROSS 


Garden City, New York 


Tue management of 
chronic nonspecific ul- 
cerative colitis is a con- 
tinuing problem which 
in the present state of 
our knowledge does 
not have a satisfactory 
solution. The ideal so- 
lution would entail 
knowledge of a definite 
cause for the disease 
plus adequate medical 
therapy to eradicate the cause and presuma- 
bly effect a cure. However, such an ideal solu- 
tion has so far eluded us. 

The seriousness of the disease is emphasized 
when we realize that about 20 per cent of 
cases progress to an advanced stage in which 
the patients are disabled more than 50 per 
cent of the time.' Moreover, carcinoma of the 
colon appears in 2 to 3 per cent of cases of 
chronic ulcerative colitis, a higher incidence 
than in the general population. Lahey’ re- 
ported an incidence of carcinoma as high as 
5 per cent, and all observers agree that it rises 
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sharply (up to 30 per cent) if the disease has 
been present for 8 to 10 years or longer. 

In addition to chronic invalidism and the 
increasing danger of, carcinoma, there exist 
during a severe exacerbation of the disease 
the acute dangers of hemorrhage and perfora- 
tion and the disabling complication of a rheu- 
matoid type of arthritis (10 per cent) and 
even keratitis, erythema nodosum and _necro- 
tizing skin lesions. 

Although medical management suffices in 
many cases for years or even indefinitely, 
without the ultimate therapy of colectomy, 
even these relatively fortunate patients are 
subject to exacerbations and distress which 
may disable them temporarily to a greater or 
lesser degree. 

Diagnosis usually is not a problem. The 
subjective symptoms are fairly characteristic 
and the sigmoidoscopic appearance usually is 
confused only with chemical proctitis, antibi- 
otic (or monilial) proctocolitis and the spe- 
cific dysenteries. The history and the results 
of laboratory tests distinguish the latter con- 
ditions rather readily. 
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We ‘ace, then, the problem of doing what 
we car’ for these patients in the full knowl- 
edge that our best is none too good. A patient 
who is acutely ill will, of course, be hospital- 
ized ai once, and I shall discuss this aspect 
later. et us consider first the initial treat- 
ment of a patient with ulcerative colitis who 
is seen in the office, who is still working, and 
who has bloody diarrhea, abdominal distress 
and anemia. 


Initial Interview 


Since nonspecific ulcerative colitis is a 
chronic disease requiring treatment over an 
extended period, I consider it of the first im- 
portance to sit down with patient and spouse 
for as long an interview as necessary to ac- 
quaint them with the problem. Such inter- 
views are tedious but in cases of ulcerative 
colitis they are absolutely essential for psy- 
chologic reasons. Without a proper under- 
standing of the condition the patient will be 
subject to the psychologic trauma of elation 
when symptoms subside followed by discour- 
agement when they inevitably recur, and he 
will eventually leave the care of the physician 
perhaps for a succession of others. 

It is also important to insist on more or 
less regular visits, to note the sigmoidoscopic 
appearance of the mucosa and give advice. 
Such visits need not be frequent except dur- 
ing exacerbations and they also serve to keep 
the patient under control so that he is less 
likely to go from one patent medicine to an- 
other or from one physician to another in a 
fruitless search for magic. 

The physician should explain to the patient 
that the disease is well known but its etiology 
is not, that operation may be necessary in the 
future but only if the disease progresses to an 
advanced stage in spite of treatment, and that 
its nature is inflammatory and not cancerous 
per se. He should warn that infections of the 
upper respiratory tract and emotional upsets 
(to name the two most common factors) usu- 
ally produce an exacerbation of symptoms. 


Diet 
It is my present belief that diet does not 
play the major role in treatment of chronic 
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ulcerative colitis. This is not to say, however, 
that it is not important. Obviously the diet 
should be bland and all roughage should be 
excluded. It is sometimes helpful to have the 
patient keep a food diary for several weeks in 
order to identify any food which may have 
produced an exacerbation of symptoms. 

Of the five common dietary allergens which 
some observers consider important in this dis- 
ease, two are easy to eliminate, namely, choco- 
late and oranges, and this should be done, at 
least initially. Occasionally it may be worth- 
while to eliminate milk, dairy products and 
eggs also, but their complete avoidance, as 
well as complete avoidance of wheat, is al- 
most impossible except with such a rigidly 
restricted diet that it is a major burden in it- 
self, not to mention the nutritional effect. Even 
this would be worthwhile if we could confi- 
dently predict favorable results in a significant 
number of cases, but I do not believe this is 
the case. I suggest, therefore, merely a non- 
roughage diet without oranges, chocolate, milk 
and possibly eggs. 

The value of vitamins has, in my opinion, 
been overrated but it can do no harm to ad- 
minister a high-potency multivitamin product 
for whatever effect it may have. 


Drugs 


Although no drug has yet been found to 
cure chronic ulcerative colitis, I do not believe 
that the pharmacopeia is entirely useless in 
this condition. Judicious use of drugs, even if 
empiric, will often contribute to our efforts 
in managing these patients. 

Antibiotics—In a chronic disease the anti- 
biotics probably are more trouble than they 
are worth. Administration of an antibiotic 
over an extended period may well add a fun- 
gous or monilial colitis to an already diffi- 
cult problem. Nevertheless the antibiotics are 
sometimes of value when given temporarily 
during acute or subacute episodes. 

Sulfonamides—These are probably the best 
germicidal drugs for patients with ulcerative 
colitis, and the least offensive. However, one 
should employ them primarily to control sec- 
ondary invaders in selected cases. One should 
not administer even the sulfonamides for ex- 
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tended periods, and their use should be regu- 
lated by checks on the bacterial flora of the 
intestine. 

Mild sedatives—Mild sedation often is of 
value not only because of the local effect on 
the bowel but also because these agents tend 
to tranquilize the psyche, a consideration not 
to be overlooked. Small doses of phenobarbital 
during the day for limited periods and a sim- 
ple barbiturate at night for patients who do 
not sleep well will usually fill the need admira- 
bly. Mit wn® is also of use. 

Antisp:ismodics—Antispasmodics also are 
frequent'y useful to reduce the irritability of 
the colea and perhaps to decrease the number 
of irritating bowel movements. A compound 
of PRO-BANTHINE® and phenobarbital (15 mg. 
each) is quite satisfactory, and numerous other 
mild antispasmodics are available. 

Isoniazid—Favorable results have been re- 
ported in a small number of cases in which 
isoniazid was given in a dosage of 3 to 5 mg. 
per kilogram of body weight per day in di- 
vided doses. I have not had experience with 
use of this drug, and further study is needed 
before it can be evaluated. 

Azopyrin (azulfidine )—This drug has been 
used in a fairly large number of cases. My per- 
sonal experience with it has been unsatisfac- 
tory. However. during prolonged management 
of a difficult disease there often comes a time 
when it may seem desirable to try its effect. 
Azopyrin is usually administered in doses of 
1 gm. four to six times daily. 

Opium—I mention the use of paregoric and 
other forms of opium only to condemn it. Such 
drugs occasionally may be useful during a 
temporary episode but one should never ad- 
minister them over a prolonged period. It is 
astonishing how ineffective paregoric can be 
during an exacerbation of chronic ulcerative 
colitis. 

Diodoquin®—Strangely enough, this drug 
is often of marked value in ulcerative colitis. 
Whether cases in which benefit accrues from 
its use are basically amebic in origin or wheth- 
er the drug has an effect which is not under- 
stood at present, I am convinced that it is fre- 
quently useful for mild or moderate attacks of 
chronic ulcerative colitis. The usual adult dos- 
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age is 10 gr. three times daily for 10 days, 

Corticosteroids—The role of these powerful 
agents in the therapy of chronic ulcerative 
colitis is a complicated subject. It can be 
stated categorically that they do not effect a 
cure, but nevertheless they are often of the 
greatest value in tiding a patient over a severe 
and even dangerous episode. | strongly con- 
demn utilizing these agents in the routine care 
of ambulatory patients. 

If a patient has received corticosteroids pre- 
viously, it probably will be necessary to ad- 
minister them again during an exacerbation, 
and if an operative procedure is to be per- 
formed it certainly will be necessary to give 
them. Use of the corticosteroids will be con- 
sidered later under the heading “The acutely 
ill patient.” 


Psychiatry 


Numerous articles have been written and 
opinions expressed to the effect that chronic 
ulcerative colitis is essentially a psychiatric 
disease based on emotional conflicts. I would 
be the last to deny that psychic elements af- 
fect its course, and it is well known that an 
emotional upset usually initiates symptoms 
even after a long remission. However, I be- 
lieve strongly that chronic ulcerative colitis is 
not essentially psychic in origin any more 
than it is essentially allergic in origin. No one 
factor is the essential cause, so far as we now 
know, and to refer a nervous and worried 
patient to a psychiatrist for treatment of this 
disease in the absence of definite indications 
only induces unnecessary psychic trauma. 

Much has been said about the “ulcerative 
colitis type.” However, I have seen, as I am 
sure you have, many patients with chronic 
ulcerative colitis, even of advanced degree, 
who were calm, reasonable and emotionally 
stable. Moreover, I have been impressed by 
the fact that patients with this disease who 
appear markedly upset and who are thin and 
querulous—in general conforming to the so- 
called type—almost invariably are relieved of 
their psychologic peculiarities following re- 
moval of the diseased colon. This would seem 
to indicate that we may have been placing the 
cart before the horse. 
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In view of these facts and impressions it is 
my present opinion that one should not refer 
patients with ulcerative colitis for definitive 
treatnent by a psychiatrist unless there is evi- 
dence of psychosis or unless individual cir- 
cumsi:nces appear to furnish indication for 
such referral. 


Anorectal Complications 


In view of their frequency, anorectal com- 
plications are particularly pertinent to a dis- 
cussion of chronic ulcerative colitis. It is well 
known that corrective surgical procedures for 
hemorrhoids, fistula and various other com- 
mon or uncommon lesions about the anorec- 
tum will ordinarily lead to poorly healing, 
sloughing wounds in the presence of chronic 
inflammatory lesions above. Indeed, one may 
say that a history of poorly healing operative 
wounds as well as recurring anorectal infec- 
tions without apparent cause should lead to an 
investigation for probable inflammatory le- 
sions higher in the colon. Although chronic 
ulcerative colitis is the worst condition in this 
respect, it certainly is not the only one. Re- 
gional enteritis even of the ileum, various 
chronic dysenteries, and nonspecific granu- 
loma of the colon, to name some of the con- 
ditions, would all tend to contraindicate elec- 
tive anorectal surgical procedures. The main 
exception, if not the only one, is abscess, 
which must be drained, whatever the circum- 
stance; but the resulting fistula should be 
treated palliatively and the patient should be 
informed of the reason. 


The Acutely Ill Patient 


Obviously the treatment of a hospitalized 
patient must be highly individualized. Never- 
theless some general principles may be noted 
and several common factors kept in mind. 

The acutely ill patient with ulcerative coli- 
tis will present an irregular fever, evidence of 
toxicity, diarrhea, anemia, malnutrition and 
dehydration. In the absence of specific re- 
medial medicine one must deal with these 
more or less symptomatically, and at the same 
time a decision often must be made concern- 
ing the necessity or the proper time for surgi- 
cal intervention. I shall not go into details of 
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therapy for most of these signs and symptoms, 
as they are thoroughly familiar. In some in- 
stances ordinary medical measures including 
antibiotics and transfusions will control the 
acute attack. 

In addition to ordinary medical care, two 
classes of drugs deserve special mention. NILE- 
vaR® in doses of 10 mg. three to five times 
daily for several days may be of benefit to- 
ward improving protein nutrition. Remember, 
however, that although the androgenic hor- 
mone is mostly missing from this drug, it is 
not without danger especially in regard to 
carcinoma of the prostate. 

Corticosteroid therapy in chronic ulcerative 
colitis is a complicated subject. Basically one 
should bear in mind several facts concerning 
use of these agents: 

1. ACTH stimulates the adrenal cortex. 

2. Cortisone, hydrocortisone and METICOR- 
TEN® are replacement agents. 

3. Prolonged use of cortisone tends to in- 
duce atrophy of the adrenal cortex because 
of disuse. 

4. Under severe stress and with a depleted 
cortex, ACTH only whips a tired horse. 

5. If the patient has received corticoste- 
roids within the previous six month period or 
even before, some adrenal depression may 
still be present and the stress of an acute ill- 
ness or an operation will necessitate further 
administration of cortisone as replacement. 

6. There are certain general contraindica- 
tions to use of the corticosteroids, among 
which may be mentioned especially tubercu- 
losis and psychosis. Most other contraindi- 


cations such as malignant hypertension are not . 


ordinarily encountered in cases of chronic ul- 
cerative colitis. 

When one administers corticosteroids dur- 
ing a severe exacerbation of chronic ulcera- 
tive colitis, one may expect them to produce 
a deceptive euphoria, reduce fever and in- 
crease appetite. Under these circumstances we 
must bear in mind that these agents also may 
produce brisk hemorrhage and, even more im- 
portant, their effect may mask a perforation. 
They are extremely useful but, like fire, they 
make good servants but a dangerous master. 
I feel that their greatest usefulness lies in tid- 
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ing a patient over an acute illness or a surgi- 
cal episode. 

Remember also that the corticosteroids pro- 
duce sodium retention and reduction of potas- 
sium, so that one must watch these levels care- 
fully and sometimes reduce salt intake and 
fluids and give potassium either by mouth or 
intravenously. 

A word about corticosteroid dosage may be 
in order. With good adrenal response, ACTH 
may be given in doses up to 20 units intra- 
muscularly every six hours for a day prior to 
operation. Cortisone or hydrocortisone may be 
started at doses of about 50 mg. every eight 
hours. During operation a significant drop in 
blood pressure not due to hemorrhage may be 
compensated by administering 100 mg. of hy- 
drocortisone intravenously; the effect should 
last about two hours. This is also useful in the 
immediate postoperative period. 

If a patient has received cortisone orally 
preoperatively, one may administer it intra- 
muscularly in the same dosage postoperative- 
ly. With any of these drugs the dosage should 
be reduced gradually over a period of 7 to 10 
days. ACTH is reduced by 10 units per day, 
cortisone by 10 to 15 mg. per day, and Meti- 
corten by 5 mg. every two days. 

For a patient who has been on cortisone, it 
is often useful to give about 10 units of ACTH 
every 12 hours about two days before the an- 
ticipated decrease in cortisone dosage. The 
ACTH dosage must, in turn, be slowly reduced. 


Surgical Treatment 


From 10 to 20 per cent of patients with ul- 
cerative colitis will eventually come to sur- 
gery. Until quite recently, extensive surgical 
procedures were avoided in cases of acutely or 
subacutely ill, malnourished and bleeding pa- 
tients. When operation was performed, it was 
usually limited to an ileostomy, often done 
under local anesthesia. The mortality rate fol- 
lowing ileostomy alone in chronic ulcerative 
colitis is excessive. Figures as high as 40 per 
cent have been reported, but the usual range 
is about 14 to 22 per cent. The mortality rate 
with medical management in severe cases is 
10 to 20 per cent,® whereas the mortality rate 
of total colectomy is 5 per cent or less. 
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Indications for surgical intervention vary, 
but it is generally agreed that colectomy should 
be done in the presence of chronic invalidism, 


carcinoma, multiple polyps or pseudopolyps, | 
keratitis, or arthritic changes. Operation js _ 


also indicated for uncontrollable hemorrhage, 
perforation, abscess, fistula and acute fulmi- 
nating disease not responding to medical ther- 
apy. In my personal experience, the majority of 
patients for whom colectomy is advised come 
under the indication of chronic invalidism. 
To one who has seen the miserable results 
of ileostomy alone, it is astonishing to witness 
the postoperative course of a patient who has 
been subjected to total colectomy and ab- 


dominoperineal resection of the rectum in one | 


stage. Although the procedure is formidable, 
it is common to observe a practically unevent- 
ful convalescence with ambulation on the sec- 
ond to the fourth day and dismissal from the 
hospital on the eighth to the tenth day with 
good appetite and a sense of well-being previ- 
ously unknown to the patient. The double 
hazards of skin erosion and fluid and electro- 
lyte imbalance have been largely overcome. 
Evidently the removal of the terribly diseased 
and toxic colon frees the body from a deadly 
poison. The operation itself is tedious but not 
too difficult technically. In long-standing cases 
the colon often has become so shortened that 
even the splenic flexure may be relatively 
accessible. 

The procedure for total colectomy is well 
known but it may be pertinent to emphasize a 
few points in technic. 

1. It is advisable to detach the great omen- 
tum from the transverse colon at the start of 
the operation if the extent of the inflammation 
does not preclude doing so. Having an intact 
omentum with which to cover the small in- 
testine is a comfort at the end of the proce- 
dure, and it also may be split so that half can 
be laid in the denuded gutter on either side. 

2. In suturing the ileal mesentery to the 
anterior abdominal wall one must be careful 
to continue the suture to the gutter or the 
falciform ligament to avoid leaving an aper- 
ture through which intestine may herniate. 

3. It is most wise to cement a ring from 
an ileostomy bag on the patient’s lower right 
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abdominal quadrant several days prior to op- 
eration. After 24 hours the patient will know 
whetlier or not the ring is in a comfortable 
place, and the eventual site chosen can be 
marked with silver nitrate or a laundry-mark- 
ing pencil. 

4. The skin opening of the ileostomy should 
be circular rather than a single stab wound. 
It should be developed through the fat, fascia 
and peritoneum also in a circular manner so 
that, in effect, a cylinder has been removed 
through all layers except the muscle. 


ple as it sounds, and merely everting the en- 
tire thickness of bowel wall so that the free 
edge may be sutured to skin achieves the same 
effect. 

7. In performing the eversion it is helpful 
to pass a suture on each side from within out- 
ward and then from without inward at the 
proposed apex of the ileal protrusion for coun- 
tertraction. 

8. A plastic postoperative ileostomy bag 
should be cemented to the skin in the operat- 
ing room. 


5. The aperture should be large enough to 
permit easy passage of the index finger even 
when the ileum is in place. 
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85. GASTRIC ULCER 


Gastric ulcer is considered to be primarily a surgical problem because 
of the relatively high incidence of carcinoma associated with such ulcers, the 
frequency with which gastric ulcer recurs, the low risk of operation, and the 
excellent results that follow surgical treatment. Frequently carcinoma cannot 
be detected unless microscopic examination of the edge of the ulcer is car- 
ried out after resection. The rate of incidence of carcinoma in ulcers found 
in the most favorable location in the stomach is approximately five times 
greater than the operative mortality rate for gastric resections for benign 
ulcer. Few patients or physicians who are acquainted with these facts care to 
assume the added risk of nonsurgical management even for a short time. 
Certainly one method of earlier diagnosis and treatment of cancer of the 
stomach which has not been utilized in as high a percentage of patients as it 
should be is gastric resection early in the course of a supposedly benign gas- 
tric ulcer. Furthermore, even in the hands of the most experienced internists, 
benign gastric ulcers are often refractory to nonsurgical management, but 
if the patient is a poor operative risk a short trial is justifiable. If re-examina- 
tion by a skilled roentgenologist two or three weeks after nonsurgical treat- 
ment is instituted does not show clear-cut evidence of definite healing, opera- 
tion should be undertaken without further delay. 


John M. Waugh et al., Annual report on surgery of the stomach and duodenum for 1955, 
Proceedings of the Staff Meetings of the Mayo Clinic, October 16, 1957, pp. 599-605 
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Management of the 


Allergic Child 


JEAN CRUMP* 
Woman’s Medical College of Pennsylvania, Philadelphia 


Mianacemenrt of al- 
lergic patients has been 
thoroughly discussed 
by many well-informed 
allergists. The child 
with allergy, however, 
has received much less 
attention, perhaps be- 
cause allergy has only 
recently become a sub- 
specialty in pediatrics 
and even now only rela- 
tively few pediatricians are centering their at- 
tention on allergic children. Obviously the 
pediatrician approaches the problem some- 
what differently than the internist whose pa- 
tients are both adults and children. 


JEAN CRUMP 


Preventive Measures 


In considering any childhood disease the 
first step is always the question of prevention. 
Unfortunately there are only a few suggestions 
to offer with respect to prevention of allergy. 


*Professor of Pediatrics, Woman's Medical College of Pennsylvania, 
Philadelphia, Pennsylvania. 
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These, however, cannot be repeated too often, 
for failure to carry out these simple measures 
frequently initiates sensitization in the child. 

Whether or not you subscribe to the theory 
of heredity as a factor in allergy (as my as- 
sociates and I do), it is no less important to 
recognize that a child whose father and moth- 
er both come from so-called allergic families 
has even a greater chance of exhibiting al- 
lergic manifestations—i.e., the potentially al- 
lergic child. Obviously we can do little about 
this problem, but we can and should adhere 
to certain preventive measures: 

1. Do not permit the child to have any type 
of food (and we emphasize milk) until he is 
three days old, at which time the mother’s 
milk normally appears. He may go to the 
breast at the usual time if he is to be breast 
fed, but he should not be given any type of 
formula. Any 5 per cent solution of sugar may 
be given if necessary and will not sensitize the 
child. Any routine feeding may be started on 
the third day. 

2. Do not hurry to add vitamins to the diet 
of a potentially allergic infant. When vita- 
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mins ire given, give them cautiously. Unless 
there 's some specific reason to institute such 
therapy earlier, it is wiser to wait until the 
baby is three or four weeks old. We agree 
with dr. Todd that synthetic vitamins are pref- 
erable. Begin with 1 drop and increase the 
dosage by 1 drop every other day until the 
desired 6 to 10 drop dosage is reached. Watch 
the baby with great care during this period. 
If symptoms appear, stop the vitamin for 
about a week and then try another variety. 

3. Similarly, add foods slowly. The recent 
plan of adding foods when the infant is one 
month old and progressing rapidly to many 
foods has, in our opinion, brought many chil- 
dren to the physician because of colic, skin 
rashes or even respiratory allergy. We find it 
much wiser to keep the child on milk and 
vitamins until he is at least three months old 
before we begin feeding other foods. Even 
then we add foods cautiously and never more 
than one new food at a time at intervals of 
four to five days. 

4. Keep the baby on mother’s milk if at all 
possible. Too many infants are weaned at the 
first indication of allergy. It is important to 
check the mother’s diet carefully. It may be 
responsible for the baby’s problem. The moth- 
er’s diet, general nutrition and general well- 
being deserve careful consideration, as they 
may be the true cause of the baby’s symptoms. 

5. As the child grows, stress the avoidance 
of overindulgence in one food. A child who 
eats a whole bottle of olives may not be able 
to eat olives again for many years. 

6. Crib mattresses usually are not a source 
of allergic difficulty because of their protective 
cover, but often the mattress on which an older 
child sleeps is old or has had material added 
to the filling to which the child may be aller- 
gic. Feathers are frequent offenders, and feath- 
er pillows should not be permitted. In our 
opinion it is best to exclude pillows entirely, 
but if the family insists on having them one 
should see that some type of nonallergic pillow 
cover is supplied. 

7. It is difficult to make suggestions about 
environment, but a few important points may 
be of value. If the family is about to move, 
advise them to select a home at least two miles 
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from areas that are damp or swampy, where 
smoke and fumes are irritating, or where there 
are quarries. If the family already is living in 
such an area, see if arrangements can be made 
to change the environment at least temporarily. 

It is hard to know what to advise about 
country environment. Probably we can do lit- 
tle except to say “watch the child carefully.” 
If he has any nasal irritation or wheezes when 
in barns, chicken houses, etc., try to keep him 
away from them. Animals may cause trouble, 
but one should not eliminate them from a 
child’s environment unless he has symptoms 
when in contact with a given type such as a 
cat or dog; then that animal should be re- 
moved. Try to send the child away from home 
during harvesting or spraying operations. 

8. One point in prevention is of paramount 
importance, and failure to recognize it initi- 
ates allergic problems repeatedly: Do not per- 
mit any operations on nose or throat when 
there is pollen flying in the air. This is difficult 
at times, particularly since parents often pre- 
fer that tonsillectomy and adenoidectomy be 
done in the spring or summer, and since this 
important preventive measure has not been 
brought to the attention of all doctors. Never- 
theless, all of us who follow allergic problems 
have on record many cases in which allergic 
manifestations did not appear until the child 
had a tonsillectomy during the pollen season. 
“Pollen season,” of course, varies in different 
areas. For example, in Philadelphia. we must 
do our nose and throat surgery in November, 
December, January and February only. 


History Taking 


The importance of a carefully taken alller- 


gic history cannot be overemphasized. Diag- 
nosis often depends more on an accurate and 
detailed history than on the complicated pro- 
cedures which are usually a part of the pa- 
tient’s study. Rackemann, one of the pioneers 
in allergy, ard many other allergists have re- 
peatedly stressed and demonstrated that the 
history is of equal or more importance than 
any other single factor. 

Proper outlines for taking such a history 
are available in almost any textbook on al- 
lergy. In addition to the usual information, 
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there are certain factors that are particularly 
important in the history of an allergic child: 

1. The mother’s clothes and cosmetics. 

2. Toys, especially stuffed or long-haired 
animals. 

3. The kind of household cleaning mate- 
rials used—soap for washing clothes, disin- 
fectants, deodorants, waxes, etc. 

4. School duties and activity—dusting 
erasers, cleaning blackboards, apparatus work 
in gymnasium, shop work with attendant dust, 
and the use of materials that are irritating 
inhalants. 

5. Care of winter clothes during the sum- 
mer; they may be put away in moth-preven- 
tive material and stored in a nearby room or 
even in the child’s bedroom closet. Do not for- 
get that similar moth preventatives are fre- 
quently placed in upholstered furniture. 

6. Pets at home, in the neighborhood or in 
relatives’ homes. 

7. Occupational dusts, etc. which may be 


brought into the house by older members of 
the household. 


Age of Onset 


Allergy may become manifest in a child at 
any age. Our youngest patient with eczema 
was three days old and our youngest asthma 
patient was 10 days old. Pollinosis usually 
does not occur in infancy but we had one 
definitely diagnosed case at the age of six 
weeks. Generally, hay fever as a single entity 
appears between 8 and 10 years of age. Eczema 
follows a fairly definite pattern, presenting 
symptoms at any time in the first year of life 
(often at one month) and tending to disap- 
pear at two years of age. This form of eczema 
(called infantile) may, however, become sub- 
acute or chronic and continue through life if 
not treated. Asthma appears more commonly 
after the fourth year, particularly following 
measles, whooping cough, respiratory infec- 
tions or a summer tonsillectomy. 


Colic 


More and more, colic is being recognized 
as a possible or probable manifestation of al- 
lergy, and therefore it deserves brief discus- 
sion here. If the few preventive measures al- 
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ready mentioned are instituted, a fair number 
of cases can be cleared quickly. Stop all foods 
except milk but keep the baby on breast milk 
if possible. If the child is not breast fed, a 
simple change of formula may clear the con- 
dition. In our experience, substitution of lac- 
tic acid milk has been most satisfactory, often 
correcting the difficulty in 24 hours. Often, 
pediatricians prefer an evaporated milk, dried 
milk, soybean or meat base formula. Remem- 
ber also that the type of carbohydrate may 
be the cause of the colic. Even if a formula 
change controls the colic, one should return 
foods and vitamins gradually to the diet. 


Eczema 


It is often stated that eczema is the com- 
monest form of allergy seen in young chil- 
dren. In our experience that has not been 
true, perhaps because it is often the derma- 
tologist instead of the allergist who is called 
in consultation in such cases. Undoubtedly 
the dermatologist’s opinion and advice are of 
great help in these problems, but it is our con- 
sidered opinion that the child should be treated 
as a whole and not as a straight skin problem. 

In our opinion and that of many others, in- 
fantile eczema is the most difficult, trying and 
frustrating problem of all infant allergy. Hill 
stated that in the past 20 years almost no prog- 
ress has been made in handling such babies. 
Treatment requires the closest cooperation be- 
tween mother and doctor. 

It is understandable that a mother who has 
seen a doctor try several methods to solve her 
child’s difficulty, without success, should rush 
off to another physician. Only too often such 
a baby is brought to our office and the history 
reveals that the mother has already been to a 
number of physicians. The physician should 
emphasize the difficulty of the problem to the 
mother at the first visit, and unless her confi- 
dence is gained it is almost useless to continue 
treatment. She will only try another physician 
in a short time. It is also important to warn 
her that intercurrent infections, gastrointesti- 
nal upsets and teething may all cause rapid 
recurrence of symptoms for a few days; other- 
wise she may think the baby is worse instead 
of better. 
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As already indicated, some of these diff- 
cultics may be due to environmental factors. 
If so. it may be necessary to make a home 
visit. Often the mother has overlooked poten- 
tial sources of trouble in the home which may 
be vital in managing the allergic baby or 
child, no matter how careful a history may 
have been taken. For example, she may claim 
the child has no animal contact but when you 
arrive at the home you may find she was think- 
ing of living animals and not of the bearskin 
rug at the door of the baby’s room. Or she 
put “just a few” moth crystals in her fur coat 
but thought them unimportant because she 
cannot smell them and forgot they were there. 

Such home visits are frequently of great 
value and are worth considering in a refrac- 
tory case. They are very time-consuming (two 
or three hours), but, unless a complete study 
of the home is made, a vital factor may be 
overlooked. 

Almost any type of diet will give a bene- 
ficial response to a greater or lesser degree in 
a few children. The recommended method for 
establishing diet and vitamin therapy parallels 
that mentioned in the discussion of colic. 

Skin testing may give satisfactory results in 
children with eczema, but these results have 
been rare in our hands. However, the number 
of patients who respond dramatically to the 
elimination of reaction substances is large 
enough so that this method of diagnosis should 
always be part of the study. For example, one 
of our patients was given eight tests. He re- 
acted to cow’s milk but not to goat’s milk. 
Substitution of goat’s milk completely relieved 
the eczema and further study was unnecessary. 

Certain general facts should be remembered 
in managing such children. It is essential to 
prevent the child from scratching. Here we 
must not forget that toes as well as fingers may 
be the offenders. In the hospital, splinting of 
arms and legs is a relatively simple means of 
preventing scratching, but at home the family 
often objects to such measures. At the same 
time, hospitalization presents different prob- 
lems. The children must have periods of exer- 
cise three or four times a day to develop nor- 
mally, but rarely do the nurses have time to 
release the restraints and yet prevent the child 
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from scratching. Exercise usually is more easi- 
ly managed in the home. Remember also that 
these children are particularly susceptible to 
infections—another factor favoring curtail- 
ment of hospitalization as much as possible. 
Medical books are replete with prescrip- 
tions for local application to the skin. In our 
experience many of these will give satisfactory 
results in certain patients. I will not present 
them here, as they are readily available. I do, 
however, wish to call to your attention one 
prescription which, if we generalize, we may 
say is the most satisfactory we have used. 


Full strength Half strength 


Carboneol ........... 20 minims 10 minims 
dr. 
White vAsELINE® ..... 3 oz. 


Apply small amounts two to three times a day. Do not 
rub. 


Some years ago, at the sectional meeting of 
the American Academy of Pediatrics in Phila- 
delphia, we reported a very trying but very 
successful method of therapy. We recommend 
it only after everything else has been tried. 
This is autohemotherapy. The method con- 
sists of withdrawing 20 cc. of blood, holding 
it in the syringe for one minute, and injecting 
it deep into the buttocks. It should be done 
three times a week for six weeks, then twice a 
week for six weeks, and finally once a week 
for about six months. The difficulties of such 
a procedure are obvious but the results are 
100 per cent satisfactory in our hands. In a 


completely refractory case this therapy is 


worth considering. 

When other methods have failed we have 
resorted to a very old method of treatment 
with considerable success. It does not seem to 
be useful in infants but has been of value in 
older children with long-standing eczema and 
indurated and scaly skin. The method is sim- 
ply the very careful use of liquor potassii ar- 
senitis (Fowler’s solution). Generally, unless 
the child’s mother is very intelligent, we pre- 
fer to hospitalize the child for this treatment. 
Our routine is to begin by administering 1 
drop three times a day. An additional drop is 
added daily until a total of 5 or 7 drops (de- 
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pending on the age of the child) is given three 
times daily. We then decrease the dosage by 1 
drop a day until we are back to the original 1 
drop three times a day, and then discontinue 
the treatment. Be sure the total given for any 
one day is only 1 drop more or less than that 
ordered the preceding day. 

We institute this therapy only after all other 
methods have failed. However, it has proved 
sufficiently satisfactory so that we feel it de- 
serves mention. Altogether we have treated 
20 patients in this manner. In only one case 
did we have to repeat the course of therapy. 
Relapses have not occurred during a follow-up 
period of from two to six years. 


Urticaria 


It is a well-recognized fact that ingestion 
of almost any food may produce simple hives. 
Removing the offending food from the diet for 
six months or more may be all that is neces- 
sary. On the other hand, in the majority of 
our patients the etiologic factor has been in- 
fection in the upper respiratory tract. This 
may be exhibited in any part of the nose, 
throat or sinuses, but a large percentage of 
patients have shown deep-seated infection in 
the tonsils and adenoids or lymph follicles in 
the pharynx. In many cases removal of the 
foci of infection will clear the hives quickly 
and further study or therapy is not required. 
Rarely an autogenous vaccine may be used 
to advantage. 

Angioneurotic edema in some cases may 
also be treated satisfactorily by the above 
method, but many of these patients tend to 
have severe symptoms and not infrequently 
edema of the larynx develops. All such pa- 
tients should be carefully watched and _hos- 
pitalized immediately if hoarseness develops. 

Since the advent of ACTH and cortisone 
therapy we have recommended hospitalizing 
all patients with angioneurotic edema or uni- 
versal urticaria. A relatively small dose of one 
of these drugs is given four times daily for 
five to seven days. Then the dosage is de- 
creased very slowly, first in size and then in 
frequency, until the drug is entirely with- 
drawn. During this period we conduct an in- 
tensive study for evidence of infection in any 
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tract. Vaccine therapy is often instituted. It is 
difficult to specify dosage, but 10 mg. of ACTH 
four times a day has been adequate for all our 
patients. Should the angioneurotic edema be 
due to a drug allergy such as penicillin, much 
higher dosage may be necessary. 

We find that we encounter respiratory al- 
lergy much more frequently than any other 
form. Three types are common hay fever or 
pollinosis, so-called vasomotor rhinitis and 
asthma. 


Pollinosis 


Pollinosis in children is sufficiently similar 
to that of adults with respect to symptoms, 
signs and response to treatment that it does 
not warrant much discussion here. 

Hay fever usually does not appear alone as 
a form of allergy until late childhood, but it 
is seen quite frequently in conjunction with 
asthma and eczema. We have seen two in- 
fants, both three months old, who had definite 
pollinosis. We wish to call your attention to 
these cases because both patients were given 
perennial pollen therapy in small doses for 
two years. By small doses I mean a solution 
of pollen which contains 0.05 Noon unit per 
cubic centimeter. We give this material once 
a week in gradually increasing doses begin- 
ning with 0.1 cc. and increasing each dose by 
0.1 cc. until we reach 1 cc. Following this we 
give a stronger solution containing 0.1 Noon 
unit, in the same type of dosage. We then hold 
the patient at 0.5 cc. of the stronger solution, 
giving it once a week throughout the year. 
Dosage is reduced if the patient shows a local 
or general reaction. The children who received 
this therapy ceased to give skin reactions, and 
all symptoms disappeared. Each has been fol- 
lowed for six years, and further signs of al- 
lergy have not appeared. We stress these cases 
because physicians at times are fearful of treat- 
ing such young children. By using very small 
doses of pollen the babies were hyposensitized 
without difficulty. We feel that hyposensitiza- 
tion to pollens in such cases is mandatory. 

Pollinosis in conjunction with asthma or 
without nasal symptoms and with asthma only 
following exposure to pollens seems to respond 
better to perennial than to annual treatment. 
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Base! on 30 years of working with allergic 
children we have concluded that they respond 
muc!: better to small doses of pollen extract 
than to large doses. This method is now rou- 
tine in our office. 


V asomotor Rhinitis 


Vasomotor rhinitis is very common in child- 
hood. Management and treatment of such pa- 
tients are very discouraging. Almost any treat- 
ment method will succeed in a few cases but 
many patients seem refractory to all of them. 
Again after many years of work with such 
problems in children, we feel that our best re- 
sults are obtained with vaccine therapy. 

It would appear that in many of these cases, 
even though tonsils and adenoids have been 
removed, foci of infection still remain in lymph 
follicles in the pharynx or in the tonsillar 
fossae. Fairly prompt relief can be provided 
in some cases by obtaining cultures from these 
foci, preparing vaccine from the cultures, elec- 
trocoagulating or removing the infected tissue, 
and then administering the autogenous vac- 
cine. Other cases require detailed study of en- 
vironmental and dietary factors in addition. 

In a fair number of cases, even of young 
children, it may be possible to demonstrate re- 
tained purulent secretion in one or both an- 
trums. By creating a “window” in the infected 
antrum and washing it out with normal saline 
solution two or three times a week, one can 
frequently obtain a favorable response. The 
“window” will probably close in six months to 
a year, and the surgical problem is not one of 
getting closure but keeping the window open 
long enough to clear the infection. 


Wheezing 


I have titled this section “Wheezing” be- 
cause at times it is difficult to make a correct 
diagnosis in such cases. Wheezing may be due 
to (1) congenital anomalies, (2) collapse of 
portions of the lung, (3) pressure on the tra- 
chea (e.g., large thymus or mediastinal glands 
or tumor), (4) association with nonallergic 
pulmonary infection, (5) foreign bodies in 
the respiratory tract, or (6) allergy. 

The mention of a “large thymus,” of course, 
raises a controversial issue. In the x-ray de- 
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partment of the Woman’s Medical College of 
Pennsylvania, Dr. Jacob Vastine has hundreds 
of films showing constriction and displace- 
ment of the larynx due to what we believe is 
an unduly large thymus. After very small doses 
of x-ray therapy the shadow decreases and the 
trachea shortly presents a normal picture. Also 
in such cases the “wheezing” disappears quite 
promptly. For want of a better diagnosis, we 
continue to think of an “enlarged thymus” as 
an entity. 

Frequently babies who wheeze are brought 
to our office or clinic after having symptoms 
for five or six months. Several years ago nine 
children ranging in age from six months to 
nine months were seen in the Allergy Clinic 
at St. Christopher’s Hospital for Children in 
Philadelphia in a four week period. Three 
were proved to have “large thymus,” three had 
a so-called congenital larynx, and three were 
definitely allergic problems. 

Infants such as these are studied routinely 
in our clinic and office. A detailed allergic his- 
tory is taken, and then the child is sent for a 
chest x-ray before any other studies are under- 
taken. If the film shows any buckling or nar- 
rowing of the trachea (large thymus? ), this 
is treated immediately with x-ray, and often 
within 48 hours there is improvement in symp- 
toms. If the thymus is very large a second 
treatment is given in two weeks to a month. 
Only rarely is a third treatment necessary. 

If there is no x-ray evidence of compression 
or buckling of the trachea, we proceed to do 
direct laryngoscopy or bronchoscopy. At times 


the x-ray very definitely indicates a congenital 


larynx. 

The term “congenital larynx” is used quite 
commonly in Philadelphia and denotes a con- 
dition similar to laryngomalacia; according 
to some observers it is possibly a carry-over 
from the fetal-type larynx. The epiglottis is 
longer and flabbier than normal, or the ary- 
tenoids override or are drawn in on inspira- 
tion, or the vocal cords are flabby causing a 
whistling or wheezing type of inspiration. The 
condition will clear spontaneously by two years 
of age. This is not an allergic problem at all, 
but the condition is sometimes diagnosed as 
asthma. 
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Asthma 


Management and treatment of asthma re- 
quire the same detailed history and study as 
all types of allergy. A survey of the literature 
leads to the same conclusion which has been 
reported for some time, namely, that in the 
hands of a competent allergist a variety of 
therapeutic measures will give good results. 

All allergists will, of course, subscribe to 
the elimination of anything which may pro- 
duce attacks—environmental factors, offend- 
ing foods, drugs, and so on. The consensus 
among pediatric allergists seems to be that in- 
fection is one of the major causes of asthma 
but the method of approach in treatment of 
the child varies. 

In an article published in the November 
1954 issue of Pediatric Clinics of North 
America, we attempted to review the question 
of vaccine therapy. It is our considered opin- 
ion that the administration of vaccine made 
from material aspirated through the broncho- 
scope is the most successful method of therapy 
we have been able to find for treatment of the 
child with asthma; it does not give equally 
good results in adults. As we review the work 
of other authorities we hesitate to sound so 
dogmatic, for others have had satisfactory re- 
sults with other forms of vaccine. But after 
many years of work with vaccine obtained 
from bronchoscopic drainage, and in view of 
the excellent results we have had, we continue 
to regard this method of therapy as the most 
satisfactory one. 

It is of the utmost importance that the child 
should have no reaction at all to the vaccine. 
As a rule, our vaccine is prepared in two dilu- 
tions, 100 million organisms per cubic centi- 
meter and 1000 million organisms per cubic 
centimeter. If the weaker dilution produces 
any local or general reaction by skin test, the 
vaccine is diluted until there is no reaction to 
it. Frequently this results in a vaccine of 25 
million or even 10 million organisms per cubic 
centimeter. The vaccine is then given once 
weekly until the patient has been symptom- 
free for a year. The average dose is 0.1 cc. 
and only rarely is it increased to 0.2 cc. At the 
end of the year, if the child has not had at- 
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tacks, shots are given every two weeks and 
then every three weeks. At the end of two 
years of freedom from attacks, the use of the 
vaccine is stopped during the summer months, 
In the fall, its administration is resumed at 
three week intervals for a year or two, and 
then it is discontinued entirely. 

We wish to emphasize that at no time is the 
dose of vaccine large enough to cause a reac- 
tion, either local or general. 

As our studies have continued, we have 
found that with this type of therapy we may 
disregard positive food tests in at least 70 per 
cent of the children. Evidence of pollinosis, 
however, requires the additional use of pollen 
therapy. This is true also of the child showing 
marked reaction to dust or molds. 

Treatment of the acute attack of asthma 
warrants at least a brief discussion. As already 
mentioned, many of these attacks are the se- 
quelae of infections, particularly those involv- 
ing the respiratory tract; for example, after an 
attack of bronchitis a child may have asthma 
of varying severity for several days. Case his- 
tories often reveal that bouts of asthma recur 
constantly in a given patient even after laugh- 
ing or exercising. Frequently these children 
are seen in our office with a history of simi- 
lar episodes over a period of 5 to 10 years. 
The child is upset emotionally and physically. 

We feel it is of great importance to gain the 
child’s confidence at the first visit. This re- 
quires a lot of time but has proved invaluable. 
Not infrequently the child learns to come 
alone (even at nine years of age) to our city 
office. If the mother comes along, she usually 
stays out of the room while the testing is done. 

The mother and child are taught how to 
manage an acute attack of asthma at home. 
The mother is told to provide a bedside light, 
a lapboard (or substitute) and a glass of wa- 
ter. The child’s medicine (one dose only) is 
placed on a table or chair near the bed. If 
the child is over six years of age and can carry 
out instructions, no one is to get out of bed 
and go to the child when the attack begins. As 
soon as the child awakens and is wheezing, he 
puts on the light, takes the medicine, props 
himself up in bed, and plays a game (using 
the lapboard which tends to put him in the 
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proper decubitus) and draws, paints, etc. un- 
til the attack has subsided. 

Self-reliance and alleviation of fear of the 
attack are essential parts of treatment. In our 
opinion this psychologic aspect should never 
be overlooked. 

We believe also that use of antihistamines 
in children is definitely contraindicated except 
as an adjunct to treatment. Active treatment 
will usually produce a so-called “cure” but pal- 
liative treatment renders the child subject to 
physical and mental problems. If the child 
fails to respond to treatment, we have missed 
some vital point and should relentlessly pur- 
sue that factor. 

The child with a very severe or prolonged 
attack of asthma should be hospitalized. We 
avoid the term “status asthmaticus” for it usu- 
ally is not the problem in childhood. After ad- 
mission we initiate therapy by giving a hot 
saline colonic irrigation to relieve abdominal 
distention and aid in relaxing spasm. Often 
this simple measure controls the symptoms. If 
not, we put the child in an oxygen tent im- 
mediately. Occasionally he is given ADRENA- 
L1n® hypodermically. The dose is small (we 
wish to stress this); generally it is 1 minim 
but occasionally 2 minims is required. If nec- 
essary, this is repeated once or twice. No food 
is offered at this time; instead, intravenous glu- 
cose is given as needed and dehydration is cor- 
rected if present. Rarely is any other therapy 
required. If the patient continues to have diff- 
culty we may use aminophylline or EPHETO- 
nIN® combined with an antihistamine. 

In our large series of cases we have found 
very few patients with asthma who require 
ACTH or cortisone therapy. If we do give 
such medication we use the smallest possible 
dose and then discontinue the drug very slow- 
ly. In an emergency we have used as much as 
100 mg. in 24 hours. However, we prefer to 
employ this therapy as infrequently as possi- 
ble, for too little is known of the long-range 
results of such treatment in small children. 

We agree with Dr. Jerome Glaser that it is 
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almost criminal to tell the parents of a child 
that he will “outgrow” his asthma. He may 
become hyposensitized to the offending aller- 
gen, but such cases are relatively rare. 

Long-standing allergy may produce severe 
emotional and physical trauma which may re- 
quire prolonged therapy. We have seen a num- 
ber of asthmatic children 10 and 11 years of 
age in whom marked barrel chest, emphysema 
and severe bronchiectasis developed. Adequate 
treatment of the asthma shortly after its onset 
should have prevented these problems. Treat- 
ment gives very uncertain results in cases in 
which there is associated marked emphysema 
or bronchiectasis. Many of these patients re- 
quire surgery, and with or without surgery 
some cases result in death. 


Summary 


To manage an allergic child effectively one 
must recognize certain differences in symp- 
toms and treatment between allergy in chil- 
dren and allergy in adults. The following points 
are emphasized: 

1. The great importance of preventive 
measures. Though few in number, they de- 
serve consideration and are discussed in some 
detail. 

2. Importance of accurate and detailed his- 
tory, with special attention to contacts and 
environment or infection. 

3. Age of onset of various types of allergy. 

4. Management of colic, eczema, vasomotor 
rhinitis, pollinosis and asthma. 

5. Careful differential diagnosis of wheez- 
ing in children before undertaking a routine 
allergy study. 

6. Role of vaccine therapy in treatment of 
asthma. A detailed outline is given of the 
preference for and use of autogenous vaccine 
prepared from secretion obtained by bron- 
choscopy. The excellent results obtained with 
this therapy are stressed. 

7. Importance of the psychosomatic state 
of the allergic child and suggestions for han- 
dling the problems. 
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The Incidence of Dysmenorrhea 


in High School Girls 


LEIB J. GOLUB,* WARREN R. LANG; 
AND HYMAN MENDUKE? 


Jefferson Medical College, Philadelphia 


Dysmenorruea is a 
clinical syndrome char- 
acterized mainly by 
lower abdominal 
cramping pain at the 
time of the menstrual 
flow. It is difficult to 
determine its inci- 
dence, since pain is a 
subjective symptom 
and there are no gen- 
erally accepted stand- 
ards for the definition of dysmenorrhea. Con- 
sequently, there has been an extremely wide 
range of reported incidence.*'* 

Various authors have mentioned the inci- 
dence of dysmenorrhea in girls of high school 
age. Hausknecht* and Gallagher* reported an 
incidence of 30 per cent and 35 per cent, re- 
spectively. Goldwasser,° who studied 1,606 
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*Assistant Professor of Clinical Obstetrics and Gynecology; tAssistant 
Professor of Obstetrics and Gynecology; {Assistant Professor of Bio- 
statistics, Jefferson Medical College, Philadelphia, Pennsylvania. 
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high school girls, found that 10.5 per cent 
were either absent from school or forced to 
rest during class hours because of dysmen- 
orrhea. Clow® reported some degree of dys- 
menorrhea in 46.7 per cent of 734 secondary 
school girls. The information presented here 
relates to our findings on the incidence of dys- 
menorrhea in high school girls, including some 
data relative to race. This presentation is an 
outgrowth of previous work on the psycho- 
logic factor’ and the relationship of dysmen- 
orrhea to participation in sports. 


Survey Methods 


With the cooperation of the respective De- 
partments of Health and Physical Education, 
16,183 girls in 16 Philadelphia public high 
schools were questioned about the occurrence 
of dysmenorrhea. This number represents over 
90 per cent of the girls attending these schools. 
The students were requested to state whether 
they had “frequent,” “occasional” or “no” 
dysmenorrhea. Unfortunately, it was not pos- 
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FIGURE 1. Frequency 
of dysmenorrhea in 
16,183 girls in 16 
7140 Philadelphia high 


schools. 
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sible to tabulate the data by race, but statis- 
tics on the total number of white and Negro 
girls were available for each school. 


Results 


Of the total number of girls questioned, 30.2 
per cent had frequent dysmenorrhea, 37.4 per 
cent had occasional dysmenorrhea, and 32.4 
per cent had no dysmenorrhea. Thus, two- 
thirds of the group had some degree of dys- 
menorrhea and only one-third had none. 


As shown in figure 1 and table 1, the in- 
cidence varied considerably from school to 
school, with the differences highly significant 
from a statistical viewpoint (probability of 
chi-square less than 0.001). The incidence of 
frequent dysmenorrhea was as low as 13.5 per 
cent and as high as 55.9 per cent; the inci- 
dence of both frequent and occasional dysmen- 
orrhea ranged from 49.8 to 85.4 per cent. 

The percentage of Negro students varied 
from school to school, ranging from 0.0 to 


TABLE 1 
INCIDENCE OF DySMENORRHEA IN GirLs ATTENDING 16 PHILADELPHIA HicGH SCHOOLS 
FREQUENT OCCASIONAL NO 
scHoo. | TOTAL NUMBER DYSMENORRHEA DYSMENORRHEA DYSMENORRHEA 
EXAMINED 
Number Per cent Number Per cent Number Per cent 

A 609 82 13.5 240 39.4 287 47.1 
B 602 127 21.1 260 43.2 215 35.7 
_ 563 119 21.1 257 45.7 187 33.2 
D 825 184 22.3 291 35.3 350 42.4 
E 1,256 288 22.9 505 40.2 463 36.9 
F 1,055 263 24.9 262 24.9 530 50.2 
G 1,794 461 25.7 682 38.0 651 36.3 
H | 932 262 28.1 395 42.4 275 29.5 
I 1,274 401 31.5 465 36.5 408 32.0 
J 1,393 448 32.2 475 34.1 470 33.7 
K 674 } 221 32.8 335 49.7 118 17.5 
L | 972 325 33.4 380 39.1 ; 267 275 
M 1,295 452 34.9 439 33.9 404 31.2 
N | 1,560 577 37.0 660 42.3 323 20.7 
Oo | 778 349 44.8 220 28.3 209 26.9 
P| _6OL 386559 295 _88 146 

| 16183 | 4895 | 30.2 6,043 37.4 5,245 32.4 
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FIGURE 2. Incidence of frequent dysmenorrhea correlated 
with percentage of Negro girls in 16 Philadelphia high 
schools. 


80.5 per cent (table 2). A scatter diagram of 


the incidence of frequent dysmenorrhea and 
the proportion of Negro girls was plotted, and 
a straight line of average relationship was fit- 
ted to the data by the method of least squares, 
as shown in figure 2. The coefficient of cor- 
relation, r, was +0.72 and was significantly 
different from zero (probability of t less than 
0.01). The corresponding coefficient of deter- 
mination, r*, was 0.52. This means that 52 
per cent of the variance in the incidence of 
dysmenorrhea is associated with or can be ex- 
plained by school-to-school differences in the 
proportion of Negro girls. 


Discussion 


It is probable that a substantial part of the 
school-to-school difference in the incidence of 
dysmenorrhea is due to discrepancies in defi- 
nition of the syndrome. What symptoms should 
be present and how severe should they be be- 
fore a girl is considered to have dysmenor- 
rhea? Obviously, there is no one solution to 
this problem; but, whatever the answer, a more 
or less objective set of criteria must be estab- 
lished to insure comparability of data from 
different sources. 

Our findings concerning the relationship 
between dysmenorrhea and the relative size 
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TABLE 2 


CoRRELATION BETWEEN NONWHITE GIRLS IN SCHOOL 
POPULATION AND INCIDENCE OF 
FREQUENT DYSMENORRHEA 


NONWHITE GIRLS | FREQUENT DYSMENORRHEA 
SCHOOL 
Per cent Per cent 
A 28 13.5 
B 5.0 21.1 
3.2 21.1 
D 44.5 22.3 
E 0.7 22.9 
F 28.0 24.9 
G 0.0 25.7 
H 27.5 28.1 
I 13.9 31.5 
sf 50.1 | 32.2 
K | 62.6 32.8 
L 28.9 33.4 
M | 39.8 | 34.9 
N | 23.6 37.0 
0 80.5 44.8 
P| 59.5 55.9 


of the Negro population do not in themselves 
prove that the incidence of dysmenorrhea is 
higher in Negro than in white girls. There 
may be other factors quite pertinent to dys- 
menorrhea which are closely correlated with 
the size of Negro enrollment. However, the 
findings are consistent with the thesis that the 
reported incidence of dysmenorrhea is higher 
in Negro girls. 
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Rauwolfia Toxicity in the 


Treatment of Hypertension 


COMPARATIVE TOXICITY OF 
RESERPINE AND ALSEROXYLON 


RALPH V. FORD* AND JOHN H. MOYER} 


Baylor University College of Medicine, Houston, and 
Hahnemann Medical College, Philadelphia 


Many new therapeutic agents are a “two- 
edged sword,” and this is true also of Rau- 
wolfia compounds. A number of reports have 
appeared concerning the toxicity of Rauwolfia, 
and we are beginning to see as many accounts 
of adverse reactions as of favorable results. 
While the majority of these side effects are 
ascribed to Rauwolfia, they actually represent 
reactions to reserpine. There is a paucity of 
reports comparing various Rauwolfia com- 
pounds for efficacy as well as for toxicity. — 

We have used Rauwolfia preparations ex- 
tensively in treatment of hypertension and 
have been concerned about the high incidence 
of mental and emotional symptoms accom- 
panying their administration. Since there has 
been a consistent therapeutic protocol for all 
*Department of Medicine, Baylor University College of Medicine, and 
Veterans Administration Hospital, Houston, Texas. 


+Chairman of the Department of Internal Medicine, Hahnemann Medi- 
cal College and Hospital, Philadelphia, P. ylvani 


With the technical assistance of R. D. Bloodwell, Jack Burgess, John 
Owens, Ann Alexander and Carol Marsh. 
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our patients, we have been able to compare 
these various preparations as to their relative 
toxicity. 

The two products we have used most exten- 
sively are reserpinet and alseroxylon.§ We 
shall present a statistical analysis of the ad- 
verse reactions that we observed. The hypoten- 


tserpastL® (Ciba Pharmaceutical Products, Inc.). 


§rauwitom® (Riker Laboratories). 
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sive response to these compounds has already 
been reported and consequently is not in- 
cluded in this article. 


Review of the Literature 


Reserpine, a single alkaloid of the whole root 
Rauwolfia serpentina benth, has been exten- 
sively reviewed in current literature. Reports 
on the mixed alkaloid compound alseroxylon 
have been less frequent, and all too often it 
has been lumped with reserpine or other Rau- 
wolfia preparations in the accounts of its use. 
Almost no valid comparisons have been pub- 
lished of the side effects of Rauwolfia com- 
pounds, especially on a long-term basis. The 
reports regarding these compounds fall gen- 
erally in three categories: (1) those concerned 
with their chemistry, which make no mention 
of side effects; (2) those describing the side 
effects of Rauwolfia very generally, without 
giving numerical values, and (3) those which 
refer in some detail, and with statistical sup- 
port, to the untoward and the beneficial effects 
of Rauwolfia. This review includes most of the 
reports in the latter two categories. 

Both psychiatrists, who use Rauwolfia drugs 
extensively as tranquilizers, and internists, 
who employ reserpine and alseroxylon for their 
hypotensive effect, have found that from 50 to 
100 per cent of patients receiving the drugs 
have a reduction of blood pressure, nasal stuffi- 
ness, bradycardia, increased hunger (and re- 
sulting gain in weight), dizziness, sedation 
and excessive drowsiness.''*° Everyone who 
has administered the Rauwolfia compounds 
has noted some or all of these effects. 

More disabling reactions include confusion, 
hallucinations, fatigue, nightmares, anxiety, 
uncontrolled weeping, Parkinson-like symp- 
toms, nausea, headaches, facial flushing (after 
intravenous administration), and conjunctival 
injections. Investigators have observed these 
responses in at least a few of their patients.’ 
The incidence was apparently the same with 
alseroxylon as with reserpine, except for an 
occasional report of increased well-being with 
However, we 
must emphasize that most of the reports did 
not include adequate statistical support. All 
these mild and moderate side effects were re- 
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versible by reducing the dosage or, in more 
severe cases, by discontinuing the drug. 

The most severe side effect, depression, was 
not always reversible. Its severity was directly 
related to three factors. The first was dosage. 
Depression occurred most frequently when 
doses exceeded 0.5 mg. per day. The second 
factor was the length of time the drug was ad- 
ministered. Investigators who at first noticed 
no depressive effects from either reserpine or 
alseroxylon found that later an alarmingly 
large percentage of their patients showed signs 
of self-accusation, self-deprecation, despond- 
ency, futility and depression. Many required 
psychiatric treatment and electroshock ther- 
apy to reverse the depression. The third factor 
influencing the severity of depression was the 
emotional stability of the patient. Most pa- 
tients in whom severe depressive reactions 
developed had a history of emotional insta- 
bility and many had had previous psychi- 


2,14, 17,18, 20, 22, 25, 27, 29-32, 34,39, 48,50, 78, 80, 
atric care.! 14,17,18,20 27, 29-32, 34,39, 48,50, 78, 
81,83, 85,97, 101, 102,106,124 


After the use of reserpine, both insulin 
shock therapy and electroshock therapy are 
fraught with danger. Even with minimal volt- 
age in electroshock therapy, several cases of 
prolonged apnea, cyanosis and cardiac irregu- 
larity have been reported when it was used 
after reserpine, and deaths have occurred.'~" 
Increased sensitivity to insulin has been 
ascribed to the use of reserpine, and insulin 
shock therapy after the administration of this 
drug has led to prolonged coma, cyanosis and 
death with respiratory arrest. 

In patients with asthma the use of reserpine 
is contraindicated because of the unduly severe 
side effects, even of small doses.'*!°° Con- 
tinued use of reserpine in doses of 0.32 mg. or 
more daily has increased gastric secretion and 
gastric acidity, whereas these effects were not 
observed with daily doses of 0.25 mg. Massive 
gastrointestinal hemorrhage or perforation of 
an ulcer has occurred.'** 

Depression after administration of alseroxy- 
lon apparently has not been severe enough to 
warrant a great deal of attention in the litera- 
ture. None of the reports on the effects of 
alseroxylon mentioned severe depression. 

In a previous publication we® reviewed our 


POSTGRADUATE MEDICINE 


: 
4 R 
ay 


TABLE 1 
SratisticaL Data oN 452 Patients WHo Recetvep Rauwo.Fia THERAPY FOR HYPERTENSION 
RESERPINE ALSEROXYLON 
Number Per Cent Number Per Cent 

SOURCE 

Veterans Administration Hospital .................. 72 60 160 48 

RACE 

80 67 222 67 

SEX 

Previous neuropsychiatric diagnoses .................. 31 26 44 13 


observations of the comparative effects of sev- 
eral Rauwolfia preparations, with emphasis 
on cardiovascular effects. Our previous report 
included findings in a large group of patients 
from the city-county hospital (Jefferson Davis 
Hospital), while the study described herein is 
confined to private patients and those observed 
in the Veterans Administration Hospital, Hous- 
ton. It is a detailed study of the psychiatric 
side effects associated with the use of reser- 
pine, a pure alkaloid, as compared with the 
reactions to alseroxylon, a standardized extract 
which is a mixture of multiple alkaloids. 


Method and Material 


We analyzed the clinical records of all pa- 
tients who received either reserpine (Serpasil ) 
or alseroxylon (Rauwiloid) or both, singly or 
in combination with ganglionic blocking 
agents or hydralazine (APRESOLINE®), for the 
treatment of hypertension. A total of 120 pa- 
tients received reserpine, and 332 received 
alseroxylon (table 1). These records were from 
the hypertensive section of the Veterans Ad- 
ministration Hospital (72 reserpine and 160 
alseroxylon) and our private practices (48 
reserpine and 172 alseroxylon). We did not 
include patients from the cardiac clinic of the 
city-county hospital because it is frequently 
difficult to obtain adequate psychiatric evalua- 
tions in these cases. 

White patients made up 67 per cent of the 
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total group, and Negroes 33 per cent. Three- 
fourths of the patients were men, and one- 
fourth were women. Of the 120 patients re- 
ceiving reserpine, 31 had previously received 
an additional diagnosis of some type of neu- 
ropsychiatric disorder, from mild anxiety to 
frank schizophrenia. Of the 332 patients re- 
ceiving alseroxylon, 44 had had diagnoses of 
this kind. 

The duration of Rauwolfia therapy ranged 
from six months to four years, averaging 2.1 
years. The average age of the patients in the 
reserpine group was 51 years, their ages rang- 
ing from 28 to 67 years, and in the alseroxy- 
lon group it was 54 years (range, 26 to 82 
years). The methods of diagnosis, evaluation, 
treatment and observation of the patients were 
described previously.” The average dose of 
alseroxylon was 8 mg. daily, and that of reser- 
pine was 1 mg. daily. 


Results 


We divided the subjective and objective 
pharmacologic effects of reserpine and alser- 
oxylon into two main categories, beneficial 
and adverse (table 2). Beneficial effects con- 
sisted of bradycardia, sedation and a sense of 
well-being. We analyzed the effects in terms of 
duration, as less than three months and more 
than three months. 

Beneficial effects—Of the 120 patients re- 


ceiving reserpine, 43 per cent experienced a 
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TABLE 2 


INCIDENCE AND DuraTION OF BENEFICIAL AND ADVERSE EFFECTS OF RAUWOLFIA 


LESS THAN THREE MONTHS | MORE THAN THREE MONTHS* TOTAL 
arvact Reserpine Alseroxylon Reserpine Alseroxylon Reserpine Alseroxylon 
Num- | Per | Num-| Per | Num-| Per | Num-| Per | Num-| Per | Num- | Per 
ber | Cent | ber | Cent | ber | Cent | ber | Cent | ber | Cent | ber | Cent 
BENEFICIAL 
Bradycardia 2 2 0 90 75 315 | 95 92 77 315 95 
Sedation 19 16 133 | 40 32 37 135 | 41 51 43 268 | 81 
Well-being 4 3 34 | 10 10 8 250 | 75 14 ll 284 | 85 
MILD ADVERSE 
Weakness and fatigue | 15 13 205 | 62 88 73 on 103 86 277 | 84 
Malaise 6 > 160 | 48 82 68 Ss 88 73 218 | 65 
Dizziness 5 4 41 | 12 57 48 Se 1 ag 62 52 96 | 29 
MODERATE ADVERSE 
Nightmares 10 8 32 | 10 54 45 28 8 64 53 60 | 18 
Insomnia 10 8 6 2 51 43 15 5 61 51 21 7 
SEVERE ADVERSE 
Agitation | 6 5 4 1 31 26 9 3 37 31 13 4 
Depression | 6 5 3 1 12 10 2 1 18 15 5 2 
Agitated depression 6 5 1 0.3 12 10 2 0.6 18 15 3 0.9 


*Onset less than three months after start of therapy, but symptoms continued for more than three months after 


therapy was instituted. 


mild to moderate sedative effect, 27 per cent 
for more than three months. The sense of well- 
being that has led to these drugs being termed 
tranquilizers was observed in 11 per cent and 
it persisted for more than three months in only 
8 per cent. Of the 332 patients receiving alser- 
oxylon, 81 per cent exhibited a moderate seda- 
tive effect, 41 per cent for more than three 
months. A sense of well-being was noted by 85 
per cent, with 75 per cent experiencing this 
effect for more than three months. 

Adverse side reactions—We divided the ad- 
verse effects into mild, moderate and severe 
groups. The mild group was arbitrarily com- 
posed of (1) weakness and fatigue, (2) mal- 
aise and (3) dizziness. Moderate adverse ef- 
fects consisted of (1) nightmares and (2) 
insomnia. Reactions classed as severe were 
(1) agitation, (2) depression and (3) agi- 
tated depression. 

Reserpine—Of 120 patients receiving reser- 
pine, 86 per cent had weakness and fatigue, 
73 per cent complained of malaise, and 52 per 


cent experienced dizziness. In most cases these 
symptoms persisted for more than three 
months. Moderate adverse side reactions were 
less frequent. Fifty-three per cent had night- 
mares, and 51 per cent had frequent insomnia, 
both symptoms persisting as long as the drug 
was taken. Severe adverse side reactions were 
noted in a smaller group. Agitation was ob- 
served in 31 per cent and persisted for more 
than three months in 26 per cent. Depression 
occurred in 15 per cent and lasted more than 
three months in 10 per cent. Serious agitated 
depression was observed in 15 per cent, with 
10 per cent of the patients experiencing this 
reaction for more than three months. 
Alseroxylon—The incidence of weakness 
and fatigue among the 332 patients receiving 
alseroxylon for hypertension was 84 per cent. 
Malaise was noted in 65 per cent of the cases, 
and dizziness in 29 per cent. About one-fifth 
of the group had these symptoms for more 
than three months. Moderate adverse side re- 
actions consisted of nightmares in 18 per cent 
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TABLE 3 
MANAGEMENT OF MENTAL SympToMs REsuLTING From RauwoLria THERAPY OF HYPERTENSION 


MILD MODERATE SEVERE 
—_— Reserpine Alseroxylon Reserpine Alseroxylon Reserpine Alseroxylon 
Num- | Per | Num-}| Per | Num-| Per | Num-| Per | Num-| Per | Num-| Per 
ber | Cent | ber | Cent | ber | Cent | ber | Cent | ber | Cent | ber | Cent 
None 19 52.8 | 216 100 5 14.3 | 52 100 5 33.3 
Electroshock therapy 1 2.6 1 6.7 
Thera py changed from 
reserpine to alseroxylon| 16 44.4 85.7 24 63.2 
Dextro-amphetamine 
sulfate 4 10.5 46.7 
Therapy withdrawn 1 | 28 9 | 237| 2 | 133 
“TOTAL 36 =| 100 216 100 100 52 100 38 100 15 100 


and insomnia in 7 per cent, continuing in most 
instances throughout therapy. Severe adverse 
side reactions were less frequent with alseroxy- 
lon than with reserpine. Thirteen patients (4 
per cent) exhibited agitation, and in nine cases 
it persisted for more than three months. Five 
patients (2 per cent) had a severe depressive 
reaction, in two of the cases lasting more than 
three months. A disabling agitated depression 
occurred in three cases (0.9 per cent) and 
lasted more than three months in two. 

Management of adverse reactions—When 
patients experienced adverse side reactions 
during reserpine therapy it was frequently nec- 
essary for the clinician to decide on a course 
of action. This action consisted of cautious ex- 
pectant waiting, changing to another Rauwol- 
fia preparation, use of dextro-amphetamine 
sulfate, withdrawal of the drug, electroshock 
therapy or other psychiatric care (table 3). 

Of the patients exhibiting mild adverse side 
reactions to reserpine, 44 per cent were finally 
changed to alseroxylon, the drug was with- 
drawn in 3 per cent, and 53 per cent were ob- 
served expectantly. Symptoms subsided in 90 
per cent. When adverse side reactions were 
moderate, 86 per cent were changed to alser- 
oxylon and 14 per cent were observed expect- 
antly. Symptoms subsided in about 85 per 
cent. Of the group in which alseroxylon was 
given instead of reserpine, symptoms subsided 
in 75 per cent. 
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In the group in which adverse side reactions 
to reserpine were severe, the drug was with- 
drawn in 24 per cent, 63 per cent of the pa- 
tients were changed to alseroxylon, 10 per 
cent were treated with dextro-amphetamine 
sulfate, and 3 per cent (one patient) required 
electroshock therapy. 

In all three groups of adverse side reactions 
(mild, moderate and severe), when therapy 
was changed from reserpine to alseroxylon the 
adverse reaction was markedly lessened or to- 
tally abolished in over 80 per cent of the cases 
within three months. 

When mild or moderate adverse side reac- 
tions were observed during alseroxylon ther- 
apy the only action taken was a reduction of 
dosage from 8 mg. to 2 mg. per day. When 
side reactions to alseroxylon were severe the 


drug was withdrawn (two cases or 13 per. 


cent), nothing was done (five cases or 33 per 
cent), dextro-amphetamine sulfate was admin- 
istered (seven cases or 47 per cent), or elec- 
troshock therapy was given (one case or 7 
per cent). 

Relation of adverse side reactions to neuro- 
psychiatric disorders—To determine the rela- 
tion between adverse side reactions and neuro- 
psychiatric disorders we reviewed the cases in 
which the patients had received previous neu- 
ropsychiatric diagnoses (table 4). Among 31 
such patients receiving reserpine, 29 or 94 per 
cent exhibited mild adverse reactions, 22 or 
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TABLE 4 


INCIDENCE OF MENTAL SYMPTOMS RESULTING FROM 
RAUWOLFIA THERAPY FOR HYPERTENSION IN PATIENTS 
Wirth Previous NeuropsycHIAtric DIAGNOSES 


RESERPINE* ALSEROXYLONY 
SYMPTOMS 
Number | Per Cent | Number | Per Cent 
Mild 29 93.5 41 93.2 
Moderate 22 71.0 13 | 29.5 
Severe 10 32.2 4 9.1 


*Total patients who had received previous neuropsychi- 
atric diagnoses, 31. 


{Total patients who had received previous neuropsychi- 
atric diagnoses, 44. 


71 per cent moderate, and 10 or 32 per cent 
severe. Among the 44 patients receiving alser- 
oxylon, 41 or 93 per cent had mild adverse 
side reactions, 13 or 30 per cent moderate, 
and four or 9 per cent severe. Both groups 
were significantly more prone to exhibit these 
reactions than were patients who had not had 
neuropsychiatric diagnoses. 

Relation of reserpine dosage to adverse side 
reactions—To determine the relation of reser- 
pine dosage to the occurrence of adverse side 
reactions we compared their incidence among 
patients receiving 1 mg. or more daily and 
among patients receiving less than 1 mg. per 
day (table 5). We did not note a marked dif- 
ference in the incidence of mild and moderate 
adverse reactions, but there appeared to be a 
greater frequency of severe reactions at the 
higher dose (45 per cent) than at the lower 
dose (20 per cent). Doses of alseroxylon rang- 
ing from 4 mg. to 12 mg. daily did not pro- 
duce significantly different reactions. 

Influence of severity of hypertensive dis- 


ease—We considered the possibility that the 
severity of hypertensive disease might influ- 
ence the incidence of adverse pharmacologic 
effects. With a view that the use of ancillary 
therapy in the form of ganglionic blocking 
agents (hexamethonium, pentolinium, meca- 
mylamine or chlorisondamine) might indicate 
more severe disease, the patients receiving 
such therapy were analyzed according to the 
frequency of adverse reactions (table 6). We 
did not observe a significant difference in in- 
cidence of side reactions between patients who 
received this therapy and those who did not. 


Discussion 


The value of Rauwolfia compounds in the 
treatment of hypertensive disease has been ac- 
cepted widely. Three or four years’ experience 
with these preparations has crystallized cer- 
tain concepts of their usefulness as well as 
their potential and actual toxicity. We believe 
they are the drugs of choice in mild, labile 
hypertensive states as sole therapy and that 
they should be used as preparation for or in 
combination with more potent antihyperten- 
sive agents when necessary. 

More pertinent to this discussion are the 
adverse pharmacologic effects associated with 
their use. These have been vaguely described 
in the literature but never thoroughly docu- 
mented either in terms of frequency or in 
terms of differences between various Rauwol- 
fia preparations. We" previously reported the 
general reactions associated with various types 
of Rauwolfia therapy (reserpine, rescinnamine, 
roxinil, alseroxylon, and whole root) without 
the same discrete type of analysis presented 
herein. At that time we reported that reser- 
pine produced more weakness, fatigue and de- 


TABLE 5 
RELATION OF Sipe Errects To Dosace OF RESERPINE IN THERAPY OF HYPERTENSION 
SIDE EFFECTS 
DOSAGE None | / Mild Moderate | Severe 
Number | Per Cent | Number | Per Cent | Number | Per Cent | Number | Per Cent 

| 
Less than 1 mg. per day 4 | 7 | 21 | 36.8 21 36.8 ll | 19.4 

1 mg. a day or more 7 | lll | 14 | 22.2 14 | 22.2 | 28 | 44.5 
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TABLE 6 


RELATION OF Sipe Errects From Rauwo.rta TO CoLLATERAL THERAPY 


| NO UNDESIRABLE 
SIDE EFFECTS 


MILD ADVERSE 
REACTIONS 


MODERATE ADVERSE 
REACTIONS 


SEVERE ADVERSE 
REACTIONS 


COLLATERAL THERAPY| Reserpine |Alseroxylon| Reserpine 


Alseroxylon| Reserpine |Alseroxylon| Reserpine |Alseroxylon 


Num-| Per \Num- Per iNum-| Per 
ber |Cent| ber |Cent| ber Cent 


Num-| Per |Num-! Per |Num-| Per |Num-} Per |Num- Per 
ber |Cent| ber |Cent}| ber |Cent| ber | Cent} ber | Cent 


Non 5 pee 15 | 29.4) 10 | 27.8 


Ganglionic blocking | | 


agent 1 | 9.1) 34* | 66.7| 26 | 722 
Hydralazine 5 | 45.5| 2*| 39 
“TOTAL 11 |100 | 51 |100 | 36 |100 


100 | 46.3| 16 | 45.7| 33 | 63.5) 6 | 15.8] 9 60 
116 | 53.7} 18 | 51.4) 19 | 36.5] 31 | 81.6) 6 40 
1 2.9 1 2.6 


216 |100 | 35 |100 | 52 |100 | 38 100 | 15 | 100 


*The two patients receiving hydralazine simultaneously received a ganglionic blocking agent. 


pression than the other drugs, although the 
number of cases observed did not justify sta- 
tistical analysis. We did state, however, that 
a sense of well-being was observed in 57 per 
cent of the cases in which alseroxylon was 
given and in only 35 per cent of the patients 
on reserpine. Fatigue and weakness due to al- 
seroxylon were observed in 11 per cent, where- 
as 44 per cent of the patients treated with 
reserpine complained of these symptoms. 

The records of patients treated for hyper- 
tensive disease at the Veterans Administration 
Hospital and in our private practices for the 
past four years form the basis of this report. 
and they reveal striking differences between 
reserpine and alseroxylon in regard to toxicity. 
Reserpine is a crystalline alkaloid of Rauwol- 
fia, and alseroxylon is a mixture of selected 
hypotensively active alkaloids of Rauwolfia. 
Although the incidence of mild toxicity (weak- 
ness, fatigue, malaise, dizziness) due to reser- 
pine was only slightly higher than that due to 
alseroxylon, moderate toxicity (nightmares 
and insomnia) was five to six times more fre- 
quent with reserpine, and severe toxicity (agi- 
tation, depression, agitated depression) was 
10 times more frequent. The importance of 
untoward reactions is apparent when one con- 
siders the therapy required for their correc- 
tion and the prolonged capacity that results. 

It appears that the agitated depression syn- 
drome, which is seen infrequently, represents 
an advanced phase of insomnia, which is much 
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more common. The first symptom is insomnia 
in the early morning hours. This preliminary 
symptom should alert the physician to the po- 
tential chain of events leading to full-blown 
agitated depression. 

Many patients with insomnia later become 
quite restless during the day and are unable 
to sit still. A sense of uneasiness and impend- 
ing disaster often develops. These symptoms 
may subside spontaneously but in some in- 
stances the syndrome progresses to advanced 
agitated depression. The patient is markedly 
depressed, cannot sleep at night, and is agi- 
tated all day. The panic state increases and if 
it becomes severe enough a suicidal tendency 
may develop. 

There are certain factors that we must con- 
sider as potentiating or predisposing to these 
side reactions, as indicated by the finding that 


patients with previous neuropsychiatric diag- 


noses have these reactions much more often 
than do those patients without such diagno- 
ses. Further, the incidence of severe side reac- 
tions was twice as high when the dose of reser- 
pine was 1 mg. or more per day than it was 
when the dose was less than 1 mg. daily. The 
severity of hypertensive disease, as indicated 
by the necessity for ancillary antihypertensive 
agents, did not seem to influence the incidence 
of adverse side reactions from the Rauwolfia 
compounds. 

Thus one must conclude from the data pre- 
sented that alseroxylon is an antihypertensive 
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agent of equal therapeutic efficacy to reser- 
pine in treatment of hypertension but with sig- 
nificantly less toxicity. One must use these 
agents cautiously in cases in which the pa- 
tients have had previous neuropsychiatric di- 
agnoses. Finally, the dose of reserpine should 
be the smallest one that is effective for the spe- 
cific case. (The Food and Drug Administra- 
tion suggests that this should not exceed 0.25 
mg. daily.) 

We have found that a useful procedure in 
the initial treatment of hypertension is to start 
with reserpine giving 0.25 mg. twice daily 
concurrently with alseroxylon, 2 mg. four 
times daily. Reserpine has an onset of action 
of three to five days, while the maximal re- 
sponse to alseroxylon is not obtained for 14 to 
21 days. After two or three weeks one may 
discontinue reserpine, since the alseroxylon 
effect has become established, and reduce the 
dose of the latter to 2 mg. twice daily. Ancil- 


86. IMPORTANCE OF PHYSICAL EXAMINATION 


The old physicians examined their cases with the greatest care, discover- 
ing, for example, the friction rub of pleurisy, the sweet taste of glycosuria, 
and Koplik’s spots, which are still taken on trust by some of us. The impor- 


lary antihypertensive therapy may be added 
as indicated. 


Summary 


Analysis of 120 patients receiving reserpine 
and of 332 patients receiving alseroxylon ther. 
apy for hypertension reveals significantly more 
frequent and severe adverse side reactions to 
reserpine. 

Predisposing factors to adverse side reac- 
tions due to reserpine include previous neuro- 
psychiatric diagnoses and a daily dosage of 1 
mg. of reserpine or more, but the severity of 
the hypertensive disease apparently does not 
influence the toxicity. 

Over-all recommendations for the use of 
these drugs in hypertension are presented. 


The list of references accompanying this paper will be 
available in the authors’ reprints or on request to the 
Editorial Department, PostcRrapuATE Essex 
Building, Minneapolis 3, Minnesota. 


tance of searching for physical signs can be exemplified if we consider how 
difficult it would be, even now, to distinguish measles without its rash. We 


need to study the non-exanthematous viral diseases more closely, looking 
and feeling for fresh abnormal signs. Blood examinations, including serology 


in the acute and convalescent stages, throat swabs, or throat washings of the 
| patient and his immediate contacts, the collection of sputum for bacteriology 
| or of faecal specimens for both bacteriology and sometimes for virus isola- | 
| tion—these can all on occasion be important laboratory aids, but not short | 
| cuts, to diagnosis. Nothing can take the place of regular and frequent exami- 


nation of our puzzling cases of infectious disease, for it is at the bedside that 


| _we will detect our first glimpse of a new syndrome. 


G. I. Watson, Common infectious diseases, British 


Medical Journal, January 5, 1957, p. 39 
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CLINICAL STUDY 


A New Method for Treating 
Slow-healing Wounds 


ALBERT B. ROSENBERG 


Plainfield, New Jersey 


Recent reports! 


have indicated a new 
approach to one of the 
most difficult and try- 
ing problems facing 
the general practition- 
er. namely. cleansing 
and healing of chronic 
infected wounds result- 
ing from trauma or sur- 
gery or coexistent with 
underlying vascular 
problems. 

The multitude of treatments which have 
been attempted in the past, such as Dakin’s 
solution,’ maggots” and pyruvic’ and phos- 
phoric acids,’ attest to the difficulty of this 
problem. Enzymes such as trypsin,* strepto- 
kinase-streptodornase” and papain’? also have 
been used. While many of these have been 
fairly effective cleansing agents, they have 
been relatively ineffective in stimulating 
wound healing. The proteolytic enzymes— 
trypsin, papain and others—have been effec- 
tive in debridement."’ However. trypsin activ- 


ALBERT B. 
ROSENBERG 
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ity is of short duration and will digest viable 
tissue;'~ streptokinase-streptodornase treat- 
ment results in inhibitor production in the 
body and therefore interferes with effective- 
ness of the agent. 

Cliffton and associates have reported on the 
use of profibrinolysin and hyaluronidase under 
specialized conditions for treatment of slow- 
healing wounds. Fibrinolysin is the activated 
form of the naturally occurring fibrinolytic 
enzyme in blood; the proenzyme, profibrin- 
olysin, is a normal constituent of plasma. 
Methods of isolating this enzyme have been 
elaborated and used in the present prepara- 
tion. This type of treatment was tried with of- 
fice patients in general practice. The method 
of treatment used and the results obtained are 
explained in this presentation. 


Treatment and Results 


In treating the patients involved in this 
study, all previous medication was curtailed 
and any residuum of local material was re- 
moved with saline compresses. 

Ten thousand fibrinolytic units of PRO 
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actasE®* (human profibrinolysin ), 150 vu.s.p. 
units of pirFUsIN®* (hyaluronidase), and 
5000 units of streptokinase-streptodornase+ 
were reconstituted in physiologic saline and 
applied on wet compresses to the affected area. 
The sole function of the small amount of strep- 
tokinase used here was to transform the in- 
active profibrinolysin into the active enzyme 
fibrinolysin. These compresses were covered 
with a light bandage. The dressings were ap- 
plied daily for periods varying from a few 
days a week to several weeks. With a single 
exception, the patients were at all times am- 
bulatory, and were seen in the office. No other 
medications were applied during the intervals 
of treatment. 

The following are some of the cases in which 
activated Pro Actase and Diffusin were used 
as described. All of these patients had pig- 
mentation and stasis ulcers of varying sizes. 
Two of the patients had diabetes. 

Case 1—A man had a history of diabetes 
along with obesity for 12 years, but no dia- 
betic retinopathy. Examination showed urine 
4 plus sugar, no acetone or diacetic acid and a 
blood sugar of 284 mg. per cent. Except for 
these conditions and the subsequently de- 
scribed ulceration, physical examination was 
negative. The left leg showed evidence of a 
pigmented area about 3 by 9 cm. in the cen- 
ter of which was an ulcer about 2.5 by 9 cm. 
This ulcer had persisted for six months. It had 
been treated with ace® bandages and wet 
dressings of aluminum acetate solution. The 
activated Pro Actase and Diffusin combina- 
tion was applied for eight days; at the end 
of this period, the ulceration was completely 
healed. 

Case 2—Physical examination of an 83 year 
old woman was negative except for marked 
varicose veins in the left leg and a stasis ulcer 
of the right leg and dorsum of the right foot. 
The ulcer was 11.5 by 18 cm. and was com- 
pletely surrounded by a dark pigmented area. 
This ulcer was of 17 years’ duration, having 
formed from a pigmented bleb which broke. 


*Products of the Ortho Pharmaceutical Corporation. 


{VARIDASE®, a product of Lederle Laboratories Division, 
American Cyanamid Company. 
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During this time, the ulcer had been treated 
for diverse periods with Ace bandages, sul- 
fonamides and zinc oxide ointment. After be- 
ing treated with the activated Pro Actase and 
Diffusin for 120 days, the patient was dis. 
charged, with the ulcer fully healed. There 
have been no recurrences in seven months. 
Case 3—The history of a 63 year old wom- 
an was noncontributory and physical examina- 
tion was negative except for a stasis ulcer of 
the outer aspect of the right leg in the region 
of the malleolus. This ulcer was of seven years’ 
duration and had been treated previously with 
elastic bandages and stockings, wet dressings 
of Burow’s solution, zinc oxide ointment. 
Unna’s boot, etc. After 90 days of activated 
Pro Actase and Diffusin treatment, the ulcer 
had fully healed; it has not recurred in the 


_ past five months. 


Case 4—A 58 year old woman had an ul- 
ceration of the left leg of at least 17 years’ 
duration. Pain and swelling led to her being 
admitted to the hospital for surgery. The long 
saphenous vein was stripped and ligated at 
the saphenous-femoral junction. The ulcer 
area was grafted and subsequently broke down. 
There was discoloration and pigmentation of 
both lower extremities, with the left being 
more pronounced. Pulse in the popliteal, post- 
tibial and dorsalis pedis arteries was good. 
Vein segments were thrombosed but palpable. 
This patient had been treated previously with 
thymol iodide powder, zinc oxide ointment. 
wet dressings of Burow’s solution, Ace band- 
ages, elastic stockings, etc. After several peri- 
ods of treatment with activated Pro Actase 
and Diffusin for 270 days, the ulcer had healed. 
There were several breakdowns after the pri- 
mary healing. Treatment was reinstated and 
healing again was effected; however, it was 
followed by another breakdown of the area. 

Case 5—A 76 year old woman had a vari- 
cose ulcer of the right leg of 20 years’ dura- 
tion. The patient had had an operation in 
1949, at which time the long saphenous vein 
of the right leg was stripped and the femoral- 
saphenous junction was ligated because of the 
ulcer. However, it did not heal following sur- 
gical intervention, and the patient showed a 
varicose ulcer with pigmentation that encom- 
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FIGURE 1. Ulcer before treatment. P 


FIGURE 2. Progressive healing during treat- 
ment with activated Pro Actase (profibrin- 
olysin) and Diffusin (hyaluronidase 
topical). 


FicuRE 3. Area at completion of > 
treatment; ulcer fully healed. 


passed one-third of the right leg. Otherwise. 
history and physical examination were non- 
contributory. The ulcer had been treated with 
Unna’s boot, Ace bandages and wet dressings. 
After treatment for 90 days with activated Pro 
Actase and Diffusin, the ulcer was fully healed 
and the patient was discharged. There was a 
recurrence of the ulcer at a different site two 
months after the first ulcer had healed. This 
second ulcer was treated for 20 days and 
healed. There have been no further ulcers in 
the past five months. 

Case 6—A 63 year old woman had a his- 
tory of diabetes, mitral insufficiency, hyper- 
tension, 4 plus pitting edema of both legs. 
varicose veins, and ulceration for five years. 
The ulcer involved the anteromedial aspect of 
the right leg immediately above the malleolus. 
It had been treated with zine oxide ointment, 
Burow’s solution, MERTHIOLATE® solution and 
“sulfa” powder. This patient died in October 
1956, due to a combined cardiac and nephrotic 
condition. However, at that time, about 50 
days after treatment with activated Pro Actase 
and Diffusin, the ulcer had fully healed. 
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Case 7—-Except for a varicose ulcer, his- 
tory and physical examination of a 57 year 
old patient were normal. Located in the right 
leg, this stasis ulcer with pigmentation was 
of about nine years’ duration and measured 
about 7.5 by 10 cm. Pigmentation about the 
ulcer was 13.5 by 35 cm. The patient had 
been treated previously with Ace .bandages, 
zine oxide ointment, Burow’s solution and 
Unna’s boot. After 40 days of activated Pro 
Actase and Diffusin, the ulcer had healed and 
the patient was discharged. There has been no 
recurrence in eight months. 

Case 8—A 76 year old senile woman was 
first seen on May 2, 1957. She was emaciated, 
dehydrated and normotensive. She presented 
three stasis ulcers of the left leg and foot. One 
was on the dorsum of the foot and the others 
were on the lower third of the leg. The patient 
was treated previously by aluminum acetate, 
Burow’s solution, Ace bandages, topical zinc 
oxide ointment and Unna’s boot. This treat- 
ment was used at intervals for six years. On 
the date the patient was first seen, the acti- 
vated Pro Actase and Diffusin combination 
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was initiated. On May 24, 1957, the patient 
was discharged, and the ulcer was completely 
healed. 

Case 9—A 68 year old obese woman with 
hypertension had a stasis ulcer. Her hyper- 
tensive condition was controlled by Rauwolfia 
and mild sedation. She had a poorly controlled 
diabetic condition with a glycosuria that varied 
from | to 4 plus. The blood sugar varied from 
212 to 286 mg. per cent. During a mild dia- 
betic coma, she fell and fractured the neck of 
the right femur. Her fracture was treated by a 
Smith-Peterson prosthesis. During the period 
of her hospitalization, her urine remained at 
1 to 2 plus for 27 days, and her blood sugar 
was 176 mg. per cent. The patient would not 
move from bed to an easy chair or a wheel 
chair; and, while she was in bed, a stasis ulcer 
developed on the posterior aspect of the lower 
third of the right leg. The ulcer was treated 
daily with the activated Pro Actase and Diffu- 
sin combination. In six days noted improve- 
ment had occurred; the ulcer was fully healed 
on the seventeenth day. 

Figures 1, 2 and 3 illustrate the healing 
process typical of ulcers treated with activated 
Pro Actase and Diffusin. Figure 1 shows an 
ulcer before this treatment was started; figure 
2 demonstrates the progress in healing during 
the time of treatment, and figure 3 shows the 
treated area at the time the patient was dis- 
charged from treatment. 


Discussion 


The cases presented here represent ulcers 
of varying durations, including one which had 
existed for 20 years. Previously, these condi- 
tions had been treated ineffectively with a wide 
variety of accepted therapeutic methods such 
as wet dressings, etc. The use of activated pro- 
fibrinolysin with hyaluronidase resulted in the 
cure of eight of these ulcers. One patient died 
from other causes during the course of the 
treatment; however, the ulcer for which this 
patient was treated showed marked improve- 
ment despite excessive edema. 

In contrast to some of the other modes of 
therapy, the use of the activated profibrin- 
olysin produced no side effects, such as pain, 
fever, necrosis or other sequelae. Considering 
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the duration of some of the ulcers in these dif. 
ficult cases, this treatment produced healing 
of the affected area within satisfactory periods 
of time. 

The treatment of these patients, most of 
whom were ambulatory, was certainly consid- 
erably less expensive to the patient than hos. 
pital care. The patients were free to pursue 
their normal occupations. 

There are a number of conditions and fac- 
tors that are responsible for the delay in wound 
healing. Two of the most important of these 
are poor blood circulation and infection of 
the area. A poor blood supply due to varicosi- 
ties or thrombosis deprives the area of nutri- 
tion and prevents the formation of healthy 
granulation tissue and epithelization. Infec- 
tion is responsible for the production of the 
exudate and epithelial debris. The exudate and 
debris block the intercellular spaces, prevent- 
ing ingress of oxygen and nutrients. Diffu- 
sin in combination with activated Pro Actase, 
which lyses the fibrinous exudate, aids in pro- 
ducing intercellular passage of these neces- 
sary components. The removal of debris and 
increased permeability promote healing by the 
production of healthy granulation tissue and 
epithelization. 
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Research in the General 


Physician’s Practice 


IRON DEFICIENCY ANEMIA TREATED 
ORALLY WITH FERRONORD® 


I. PHILLIPS FROHMAN* 
Washington, D.C. 


To most general physi- 
cians the mere thought 
of research, especially 
in reference to their 
own busy practices, 
conjures up a picture 
of vast laboratory es- 
tablishments, large 
financial grants, and a 
time-consuming proce- 
dure, perhaps with ulti- 
mate failure. The trend 
at present in medical 
research with which we are familiar through 
journals, newspapers and university bulletins 
leaves us feeling that this phase of research is 
not for us! Admittedly it is essential and fun- 
damentally sound, but it is not applicable to 
our practice of medicine. 

Today many workers in the fields of medi- 
cine, research, pharmacology and nucleonics 


I. PHILLIPS 
FROHMAN 


*Past President of the General Practitioners Section of the American 
Medical Association and Staff Physician at Garfield Memorial, Doctors 
and the Eastern Dispensary and Casualty Hospitals, Washingt D.C. 
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are concerned with the academic and institu- 
tional phase of research. These physicians and 
scientists, surrounded by the newest, finest 
and most expensive material and equipment, 
from abstractors to zymometers, have done 
much to unravel the secrets of nature. Little 
wonder that we general physicians are fright- 
ened by the very thought of approaching a 
research problem with our limited facilities. 
Let us consider briefly the few all-impor- 
tant contributions of research to mankind and 


medicine made in the past quarter of a cen-— 


tury: the sulfonamides, the antibiotics, the ste- 
roids, the Salk vaccine, and finally the radio- 
active substances. Consider also the millions 
of dollars and man hours required to build 
and maintain the wonderful laboratories for 
research. Compare this situation with the re- 
search of Claude Bernard, the father of physi- 
ology, or the work on circulation by William 
Harvey published in Latin in 1628. Think of 
Jenner, Pasteur and the monumental work of 
Laennec, the “Traite de l’auscultation medi- 
ate.” The contributions of these physicians 
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and of so many others I could name are all 
well known, but you may have forgotten them 
for the moment in this fast-moving jet age 
of research. They did not have the elaborate 
tools of today—the electron microscopes, flame 
photometers, ultracentrifuges, ballistocardio- 
graphs and isotopes. Instead they used per- 
spective, ideas, vision, balance, imagination, 
constancy and faith. 

The laboratory is not the only avenue for 
research. We can conduct clinical investiga- 
tions in our offices, in the homes of our pa- 
tients, in the field of minor as well as of major 
surgery, in simple pharmacology, or merely 
by the words spoken across our desks to our 
patients. 

An editorial writer’ in the Canadian Medi- 
cal Association Journal stated that there is no 
reason why a general physician with an in- 
quiring turn of mind should not do acceptable 
and valuable research. All he needs is a note- 
book as his constant companion. Recently, 
Professor James Mackintosh in Scotland en- 
couraged general practitioners to do research. 
Likewise, Dr. Walter C. Alvarez, in the Octo- 
ber 15, 1956, issue of Modern Medicine, sug- 
gested in an editorial that general physicians 
could very well do research studies on the fol- 
lowing: “(1) hereditary defects and diseases 
such as minor manifestations of mental dis- 
turbances; (2) dysmenorrhea, its hereditary 
aspects and relation to constitutional disease; 
(3) useful methods of treatment; (4) care of 
the aged; (5) diseases due to stress; (6) prog- 
nosis, good or bad—the general physicians 
are often the ones who really know if the spe- 
cialist’s operation really did any good; (7) 
the recognition and description of the earliest 
symptoms of lifelong diseases, such as the psy- 
choses and epilepsy; (8) the many bizarre 
and atypical forms of disease; (9) carriers of 
diseases through a community; (10) mode of 
spread of infectious diseases through a com- 
munity; and (11) the incidence of mild forms 
of disease in many persons who are assumed 
to be normal but really are not.” 

I like to think that we general physicians 
have something to offer from time to time in 
the field of clinical investigation to improve 
the health of our patients and our own meth- 
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ods of practice. If the problem under investi. 
gation has been studied with astute perspec. 
tive, an honest approach, and open-minded 
simplicity and, above all, if the results have 
been excellent, the findings could well be an 
important contribution for both patients and 
doctors, no matter how small the offering. 

In the past few years I have had the oppor. 
tunity to present some new methods of ap. 
proach to some of the problems we encounter 
in our daily practice. Included among these 
reports were the following articles appearing 
in GP: “Treatment of cervical erosion” (Feb- 
ruary 1955), a 12 year study of 2300 patients; 
“Management of scalp wounds” (July 1955); 
“Chest x-rays for children” (July 1956); and 
“The magnet is mighty” (August 1956). | 
have also been fortunate in being able to work 
with a number of new drugs before they were 
released for general use. Some of these drugs 
have not been placed on the market because 
they did not meet the standards expected or 
necessary. My experiences in both fields of 
research endeavor have been enlightening and 
educational. 


Basic Reason for Research 


The basic reason for research is the basic 
reason for all practice of medicine: to im- 
prove a technic, to alter a surgical procedure, 
to find new drugs, or to improve the good ones 
we already have. All this in turn produces 
healthier and happier patients with a mini- 
mum of disease, disability and destruction of 
body tissue. 

In reviewing my records for the past three 
years I found, as have many of my colleagues, 
that the three most frequent complaints my 
patients offer are (1) “I feel tired all the time; 
I have no pep” (general malaise); (2) “I 
burp a lot,” “I have pain in my stomach” 
(this may mean anywhere in the abdomen), 
“I am constipated,” or “I have pain in my 
lower bowel” (gastrointestinal); and (3) psy- 
chosomatic complaints too numerous to list. I 
was astounded to find that the patients in the 
first category were largely of the younger age 
group, persons whom one would expect to be 
in top physical condition. I found also that 
the majority of the patients were women. The 
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most -laring positive finding of the complete 
phys: al examinations in this particular group, 
wher the B.M.R., chest x-ray and all else were 
norm.!, was iron deficiency or hypochromic 
anemia. 


The Problem 


For many years, nutritional authorities have 
warned both the medical profession and the 
laity that Americans are the “best fed” peo- 
ple in the world, yet we are “poorly nour- 
ished.” My records of blood analyses validate 
their statements. Iron deficiency anemia is one 
of the most common nutritional deficiencies 
and one of the most prevalent anemias the 
world over.” It is an unsolved problem which 
demands clinical investigation in a field most 
familiar to the general physician. Although 
the papers comprising the medical literature 
on the subject are as numerous as the iron 
preparations themselves, I firmly believed that 
somewhere I might find a better iron com- 
pound for oral administration. Ideally, it would 
effectively elevate the level of hemoglobin and 
the red blood cell count and improve general 
well-being without such undesirable effects as 
gastric and intestinal upsets. In my years of 
practice, I have probably prescribed all the 
iron preparations on the market, and have 
been—or rather my patients have been—not 
too happy with their performance. 

An iron preparation for oral administration 
must meet certain criteria: (1) It must not 
create gastrointestinal distress such as nau- 
sea, vomiting, abdominal discomfort, cramps, 
diarrhea, constipation or pruritus ani; (2) it 
must be suitable for taking between meals to 
be properly absorbed without an excessive 
waste of iron, rather than taken during meals 
or just afterward; (3) it must elevate the level 
of hemoglobin and the red blood cell count in 
a short period of time; (4) it must be suitable 
for administration in adequate dosage for an 
extended period while fulfilling the first three 
postulates. 


Absorption and Utilization of Iron 


Iron was one of the first metals to be known 
and used by man. In early times it was thought 
that ingestion of iron would impart the physi- 


January 1958 


cal strength associated with the metal itself. 
Today iron in various forms is still an impor- 
tant medicinal agent but its use is based on 
knowledge of its physiologic functions and 
requirements. It has been known for many 
years that iron is an essential component of 
the heme chromoproteins—hemoglobin, myo- 
hemoglobin, catalase, the cytochromes and 
peroxidase. All are important in the transpor- 
tation and utilization of oxygen for energy 
requirements. 

I shall not discuss the large volume of re- 
search on the metabolism of iron*® but shall 
merely touch on certain aspects that were nec- 
essary to the undertaking of this research proj- 
ect. Prior to instituting a clinical investigation 
of any research problem, the general physi- 
cian will find that a review of the pertinent 
literature will be a revealing and refreshing 
re-education no matter what the outcome of 
the project. 

The total iron content of a foodstuff, diet or 
medicinal agent can be determined readily, and 
numerous dietary tables list this value for most 
common foods. Unfortunately, these dietary 
tables do not tell us what proportion of the 
total iron is potentially available for absorp- 
tion after ingestion. Foods that are high in 
iron content, and even certain iron prepara- 
tions in either tablet or liquid form may not 
necessarily provide iron which is biologically 
available. 

Dietary iron, regardless of source, may be 
classified into two fractions, that which is 
readily ionized by the action of stomach acids, 
and that portion which resists ionization. Iron 
in an organic salt that would be rated as 100 


per cent available by certain tests in vitro may 


be “physiologically available” to the extent of 
only 5 to 40 per cent in vivo, depending on 
various factors. On the other hand, certain 
amounts of so-called nonavailable iron may 
be released in the digestive tract and rendered 
utilizable under certain conditions.’® 


Factors Influencing Absorption of Iron 


The physicochemical nature of an iron 
preparation determines for the most part the 
amount of physiologically available iron that 
will be absorbed from the gastrointestinal tract. 
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Absorption of bivalent (ferrous) iron is gen- 
erally greater than that of trivalent (ferric) 
iron.’ The availability of reducing agents in 
the stomach environment influences consider- 
ably the amount of ferrous iron available, and 
hence the degree of absorption following the 
ingestion of iron. Heretofore it was generally 
accepted that the size of the dosage alone pri- 
marily determined the percentage of iron ab- 
sorbed, and dosage was limited by tolerance. 
Consequently the usual practice in clinical 
therapy with iron has been to give as large a 
dose as the patient would tolerate. 

Absorption of iron depends on the ability 
of the intestine to select or reject iron accord- 
ing to the bodily needs. Since ferrous iron is 
extremely unstable in the gastrointestinal en- 
vironment, rapidly reverting to insoluble fer- 
ric compounds, only about 20 per cent of the 
iron ingested is actually assimilated. Many 
foods, by virtue of their content of organic 
acid or their digestive products, form insolu- 
ble or undissociated complexes, chiefly ferric, 
and thus interfere with absorption of iron.’* 
This is probably the reason iron is poorly ab- 
sorbed when taken with food. Moore’ and 
others have recommended giving oral prepa- 
rations of iron on an empty stomach or, as 
Smith termed it, “away from food,” to avoid 
the conflict and favor as great a degree of ab- 
sorption as possible. 

Iron enters the mucosal cells in the form 
of ferrous iron (Fe + +). Within each cell 
the ferrous iron is in equilibrium with the 
ferric iron stored as ferritin. When the body 
requires more iron as a result of depletion of 
the iron stores, iron is drawn from the mucosal 
cells. Only when the ferritin in the mucosal 
cells has decreased to a point where the cells 
are no longer “physiologically saturated” does 
absorption begin. This is probably the most 
likely hypothesis at present to explain the 
regulation of iron absorption. 


Physiologic Requirements of Iron 


Iron in the body is used over and over 
again. The amount used daily for formation 
of hemoglobin (26 to 27 mg.) far exceeds the 
actual daily dietary requirement for iron. Bar- 
ring loss of blood, the normal human male 
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excretes about 1.2 mg. of iron per day. Nor. 
mal women lose an additional 1 mg. per day 
in the menses and thus have double the daily 
iron requirement of men. During pregnancy 
the loss through menstruation no longer oc- 
curs but an average of 2.7 mg. of iron per 
day is supplied to the fetus, making a total 
maternal loss of about 3.8 mg. per day.* 

In infants, children and adolescents, the ex- 
pansion of the volume of blood and tissue 
through growth necessitates much greater re- 
quirements of iron than is indicated by the 
small amount lost by the usual excretory routes 
of urine, feces and skin surfaces. The follow- 
ing is a recommended schedule of average 
daily dietary intake of iron for the normal 
person: 


ere 1 mg. per kilogram of 
body weight 

Children.......... 0.6 mg. per kilogram of 
body weight 

Adult men ........10 mg. 

Adult women ...... 12 mg. 


Pregnant women ... 15 to 20 mg. 

These are conservative estimates and the 
amounts must be increased considerably if 
there is evidence of loss of blood or condi- 
tions that impair absorption of ingested iron. 
Any loss of iron through acute or chronic 
bleeding will greatly increase the requirement 
of iron. 

Unfortunately the same factor that makes 
between-meal administration advisable also 
makes it impossible for at least 40 to 60 per 
cent of my patients to take iron between meals. 
The “almost empty” stomach is sensitive to 
iron. The ferric compounds formed by oxida- 
tion of ferrous salts are not only insoluble and 
nonabsorbable but they also may be highly ir- 
ritating to the gastrointestinal mucosa, pro- 
ducing cramps, nausea, diarrhea and constipa- 
tion. Taking an iron preparation on a full 
stomach modifies these disturbing side effects 
somewhat, and for this reason physicians gen- 
erally prescribe its ingestion with a meal or 
post cibum. This minimizes the side effects 
but also greatly diminishes the absorbability. 

In my 15 years of general practice I have 
prescribed nearly all the known brands of iron 
preparations, and almost invariably I have 
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observed that 40 to 60 per cent of my patients 
could not tolerate them. The few compounds 
that were somewhat less disturbing in this re- 
spect usually gave only a small rise in the level 
of hemoglobin and the red blood cell count. 
Obviously there is a need for an iron prepara- 
tion that can be administered between meals 
without inducing gastric upsets and yet can 
be absorbed and utilized. 

At the time this study was initiated, a few 
reports had appeared in the literature describ- 
ing a new chelate hematinic. Wagner,’ de- 
scribing a study including 120 patients, stated: 
“Although we gave the tablets on an empty 
stomach, acting on the advice of Schweitzer, 
we never saw any side effects whatsoever, nor 
did the patients evince any revulsion to the 
preparation.” Jorgensen’® investigated the use 
of the product in 15 cases and reported that 
“this preparation was given on an empty stom- 
ach, yet was well tolerated.” He continued: 
“Although Schweitzer has recommended that 
oral iron preparations be given routinely on 
an empty stomach, the side reactions and irri- 
tations of the gastric mucosa that occur with 
the ordinary iron preparations have made this 
recommendation very difficult to carry out. 
With this new iron preparation, however, even 
patients with peptic ulcer and gastritis found 
that the tablets could be taken without any 
side effects occurring.” 

I undertook an evaluation of a new chelate 
hematinic primarily to determine how well the 
preparation fulfills the four requisites already 
listed. 


Method and Selection of Patients 


I did not believe it necessary to invoke the 
double blind test as a control method in this 
study, for two reasons. First, all patients se- 
lected were known by me to be “iron reactors” 
and according to my records had experienced 
some or all of the gastrointestinal disturbances 
inherent to iron therapy. The 72 patients com- 
prising the group had received various iron 
compounds, in some instances as many as five 
different kinds, and had rejected each prepa- 
ration because of a variety of reactions. Sec- 
ondly, in this study a truly objective measure- 
ment of the therapeutic results could be made 


January 1958 


readily by following the blood analyses and 
correlating the laboratory findings with the 
patients’ response. 

The 72 patients included 68 women rang- 
ing in age from 18 years to 69 years, eight of 
whom were pregnant, and four male children 
6 to 12 years of age (table 1). They were care- 
fully selected on the basis of the following 
factors: (1) They had had previous oral iron 
medication with at least two different types of 
iron preparation; (2) they were known “re- 
actors,” i.e., they had discontinued use of pre- 
vious iron supplements due to cramps, diar- 
rhea, bloating, fullness or other reactions to 
iron; (3) improvement in hemoglobin level 
and red blood cell count had been slight or 
absent in a period of two to eight weeks; (4) 
their general well-being had not improved dur- 
ing administration of these iron preparations. 

These selected patients were then given 
complete physical examinations including 
complete blood count, B.M.R., chest x-ray, 
urinalysis and blood sugar determination. In 
71 cases the only positive finding was hypo- 
chromic anemia. One patient (case 2) had in- 
operable metastatic carcinoma. 

These patients were their own controls. They 
were given the new iron preparation, Ferro- 
nord,* and instructed to take two tablets 
twice each day, midway between breakfast 
and lunch and between lunch and dinner. Pa- 
tients with severe anemia received two addi- 
tional tablets in the evening, two hours after 
dinner. They were told to continue their regu- 
lar diet without an appreciable increase in red 
meats, liver, vegetables or other iron-contain- 
ing foods. 


Blood counts were repeated after two weeks - 


and after four weeks and in some cases after 
six and eight weeks. In case 68, determinations 
were carried out over a 32 week period. Photo- 
colorimetric measurements were made on the 
blood samples. To minimize the possibility of 
human error, the same technician performed 
both the original blood counts and hemoglo- 
bin determinations and the subsequent studies. 


* Alpha-aminoacetic ferrous sulfate, exsiccated. Ferronord 
is a brand of ferroglycine sulfate complex supplied by 
Nordmark Pharmaceutical Laboratories, Inc., Irvington, 
New Jersey. 


57 


y 
ly 
C- 
al 
le 
4 
le 
2 
yf 
of 
e 
if 
i- 
c 
it 
0 
T 
0 
d 
r 
| 


TABLE 1 


REsuLts OF TREATMENT OF IRON DerFiciency (HypocHromic) ANEMIA WiTH FERRONORD* 


| HEMOGLOBIN 
| DURATION OF | RED BLOOD CELL COUNT (GRAMS PER 100 cc. OF BLOOD, 
CASE SEX | TREATMENT (MILLIONS) AND PER CENT) 
(WEEKS) | 
| Before treatment After treatment Before treatment | Ajter treatment 
1 | F 3 3.67 3.90 92 (62) | 115 (74) 
| {| 3.99 4.03 11.2 (71) 11.5 (74) 
3 Fo} 2 3.79 4.02 10.5 (68) | (78) 
| 4 4.24 | 13.0 (84) 
4 F | 3 3.63 4.03 10.2 (66) 12.2 (78) 
| 8 4.61 13.3 (86) 
5 Ae 3.30 3.81 9.0 (59) 12.2 (78) 
6 y i. 8 3.96 4.32 11.2 (71) 12.2 (78) 
7 F | 2 3.46 3.82 8.6 (55) 9.2 (62) 
8 F 3 4.22 4.56 12.6 (80) 13.0 (84) 
9 F 3 4.33 4.65 12.6 (80) 13.0 (84) 
10 F 4 | 4.43 4.63 12.2 (78) 13.3 (86) 
ll | 4.20 4.27 12.2 (78) 12.2 (78) 
12 a 3.96 4.23 12.2 (78) 12.6 (80) 
13 | 3.98 4.02 11.2 (71) 12.2 (78) 
14 F | 6 | 4.10 4.21 12.6 (80) 13.0 (84) 
15 ~*~ |; 8 | 3.63 | 4.32 10.2 (66) 13.0 (84) 
16 F | 4 3.94 4.32 11.2 (71) 12.6 (80) 
17 F | 3 | 3.98 4.24 10.5 (68) 13.0 (84) 
18 Ft | 2 | 3.87 | 4.62 11.5 (74) 13.0 (84) 
19 ae 3.86 | 4.02 11.5 (74) 12.6 (80) 
20 F | 2 3.62 4.07 11.2 (71) 12.6 (80) 
21 rF | 2 | 3.82 4.01 11.5 (74) 12.2 (78) 
22 roe » a 3.47 4.01 10.5 (68) 12.6 (80) 
23 wee Ce 3.87 4.13 11.2 (71) 12.2 (78) 
24 | Ft | 6 3.86 4.02 10.5 (68) 12.2 (78) 
| 3.81 4.10 11.5 (74) 12.6 (80) 
2 | M 2 3.22 3.69 8.6 (55) 10.5 (68) 
| 6 4.03 | 12.2 (78) 
27 «| #Ft 2 3.96 4.03 | 12.2 (78) 12.6 (80) 
23 2 4.02 4.39 (80) 13.3 (86) 
iri} s 3.76 | 3.99 10.5 (68) 115 (74) 
30 | F | 8 3.60 | 3.99 10.5 (68) 12.2 (78) 
>. | | 4.03 | 12.6 (80) 
31 A oS | 4.03 | 4.64 12.2 (78) 13.0 (84) 
32 | F 2 4.02 | 4.32 | 12.2 (78) 12.6 (80) 
33 | F | 3 | 3.67 | 4.01 | 11.2 (71) 12.2 (78) 


*All 72 patients had received previous iron therapy with other preparations and had experienced gastrointestinal re- 
actions to the drugs. Tolerance to Ferronord was excellent in all cases, and there were no side effects. 


{Pregnant patients. 


Results 


None of the 72 patients had to discontinue 
the medication at any time. There were no 
cases of nausea, diarrhea, constipation, belch- 
ing or cramps. General well-being improved 
definitely in 75 per cent of cases after the sec- 
ond or third week, and all but four patients 
reported less fatigue and sluggishness. 
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Four patients did not respond to the medi- 
cation: case 2 (widespread carcinoma), case 
11 (excessive menstrual bleeding every two 
weeks—blood loss), case 32 (excessive men- 
strual blood loss), and case 21 (acute upper 
respiratory infection with viral pneumonitis). 

My findings were recently substantiated in 
an exhibit in conjunction with the sixth con- 
gress of the International Society of Hema- 
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TABLE 1 (Continued) 


ReEsuLts OF TREATMENT OF IRON Derictency (HypocHromic) ANEMIA WITH FERRONORD 


HEMOGLOBIN 
DURATION OF (GRAMS PER 100 cc. OF BLOOD, 

CASE SEX TREATMENT (MILLIONS) AND PER CENT) 

(WEEKS) 
Before treatment After treatment Before treatment After treatment 

34 F 4 4.49 4.31 12.2 (78) 13.3 (86) 
35 F 2 4.43 4.62 12.6 (80) 13.3 (86) 
36 Fy 3 3.86 4.02 11.2 (71) 12.2 (78) 
37 F 4 3.92 4.21 12.2 (78) 12.6 (80) 
38 FF 3 3.87 4.12 12.2 (78) 12.6 (80) 
4 4.32 13.0 (84) 
8 4.53 13.8 (90) 
30 F 2 3.72 | 3.82 9.0 (59) 10.2 (66) 
40 M 6 3.71 4.01 10.2 (66) 12.2 (78) 
41 F 2 3.87 4.01 12.2 (78) 12.6 (80) 
6 4.90 13.3 (86) 
42 F 3 3.90 4.20 11.5 (74) 12.6 (80) 
43 F 5 3.94 4.01 11.2 (71) 12.2 (78) 
44 F 8 3.87 4.69 12.2 (78) 13.0 (84) 
45 M 8 3.62 4.37 11.5 (74) 13.0 (84) 
46 F 3 4.01 4.12 12.2 (78) 12.6 (80) 
47 F 3 4.23 4.32 12.6 (80) 12.6 (80) 
48 F 3 3.77 3.96 11.2 (71) 12.2 (78) 
49 F 2 3.82 4.32 11.2 (71) 12.6 (80) 
50 F 5 3.64 | 4.03 11.2 (71) 12.2 (78) 
51 F 4 | 3.94 4.10 12.2 (78) 12.6 (80) 
52 F 4 3.72 4.02 11.5 (74) 12.6 (80) 
53 F 6 4.10 4.43 11.9 (76) 12.6 (80) 
54 F 4 3.87 4.02 11.5 (74) 12.6 (80) 
55 F 10 days 3.46 3.62 10.2 (66) 10.5 (68) 
56 F 10 days 3.82 4.01 12.2 (78) 12.6 (80) 
57 F 3 3.52 3.82 9.2 (62) 11.2 (71) 
58 F 3 3.87 4.01 12.2 (78) 12.6 (80) 
59 F 3 4.02 4.53 12.2 (78) 13.0 (84) 
60 F 3 3.94 4.51 12.2 (78) 12.6 (80) 
61 F 2 4.22 4.47 12.6 (80) 13.0 (84) 
62 F 8 4.02 4.69 12.6 (80) 13.0 (84) 
63 M 8 2.00 3.32 6.5 (35) 9.9 (64) 
64 F 4 4.68 4.83 13.8 (90) 13.8 (90) 
65 F 4 4.02 4.32 12.2 (78) 12.6 (80) 
66 F 6 3.94 4.22 10.8 (69) 11.2 (71) 
67 F 4 3.84 4.10 10.8 (69) 11.5 (74) 
68 F 32 3.63 4.69 10.2 (66) 13.8 (90) 
69 F 4 3.34 3.82 10.2 (66) 11.2 (71) 
70 F 6 4.02 4.90 12.6 (80) 13.8 (90) 
71 F 3 4.33 4.33 | 12.6 (80) 12.6 (80) 
72 F 3 4.39 | 4.51 | 11.2 (71) 13.3 (86) 


tology at Boston in September 1956. At this 
meeting a group of 17 contributors reported 
on an aggregate of 563 cases of hypochromic 
anemia treated with this iron-amino acid com- 
plex. Only eight instances of intolerance were 
noted, and the authors described them as very 
mild, requiring merely a slight adjustment in 
dosage. 

I believe that the administration of any 
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iron supplement on an empty stomach is an 
exacting test. It is significant that not a single 
patient in this series of 72 selected iron “re- 
actors,” who were intolerant to other iron 
preparations, reported any intolerance to Fer- 
ronord. Also, an excellent and sharp increase 
in the hemoglobin level and the red blood cell 
count was noted, with an increase in general 


well-being. 
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Summary 


Approximately 85 per cent of persons who 
consult physicians in this country today are 
seen first by general physicians. Here is the 
golden opportunity and the privilege for the 
general physician to appraise and investigate 
and record findings, which will result in the 
betterment of his patients’ health and of his 
practice. 

The general physician can accomplish re- 
search in his daily practice without a profu- 
sion of equipment and expense if he selects 
the problem properly, reviews it before at- 
tempting a clinical investigation, and records 
his findings carefully. 

I have discussed the problem of iron de- 
ficiency anemia or hypochromic anemia as it 
relates to general practice and have touched 
on the physiologic aspects of absorption and 
metabolism of iron. A new drug, Ferronord, 
was administered orally, between meals, to 
72 patients with iron deficiency anemia who 
were intolerant to other iron preparations. The 
results were excellent. 
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M E El N Gsu Postgraduate Courses 


AmerIcAN CANCER Society, New York: Clinical fellow- 
ships at the senior resident level for the academic year 
1959-1960 are available to all institutions accredited by 
the Council on Medical Education and Hospitals of the 
American Medical Association to give training in the 
following, with emphasis on the diagnosis and treatment 
of cancer: internal medicine, malignant diseases, neuro- 
logic surgery, obstetrics and gynecology, orthopedic sur- 
gery, otolaryngology, pathology, public health, radiology, 
surgery and urology. The annual stipend is $3600. Dead- 
line for applications is February 15, 1958. For further 
information, write to: American Cancer Society, Inc., 521 


West 57th Street, New York 19. 


NATIONAL FouNDATION FOR INFANTILE Paratysis, NEw 
York: Postdoctoral fellowships are offered in preven- 
tive medicine, rehabilitation, orthopedics and medicine 
and the related biologic and physical sciences. For fur- 
ther information, write to: Division of Professional Edu- 
cation, National Foundation for Infantile Paralysis, 301 
East 42nd Street, New York 17. 


AMERICAN ACADEMY OF ForENsiIc SciENcES, CLEVELAND: 
Annual meeting, February 27-March 1 at the Carter 
Hotel. The tentative program includes a review of what's 
new in forensic sciences; sectional meetings in pathology, 
toxicology, jurisprudence, questioned documents, immu- 
nology and psychiatry; and a symposium on investiga- 
tion of sudden, unexplained or obscured deaths. The 
banquet will be on February 28. 


Mepicac Liprary ASsSOcIATION, ROCHESTER, MINNESOTA: 
Annual meeting, June 2-6 at Hotel Kahler. Refresher 
courses in medical library work to be given on May 31. 
For further information, write to: Thomas E. Keys, Li- 
brarian, Mayo Clinic, Rochester, Minnesota. 


PosTGRADUATE CONFERENCE IN OPHTHALMOLOGY, SAN 
Francisco: March 31-April 4 at Stanford University 
School of Medicine. Registration limited to eye or eye, 
ear, nose and throat physicians. For further information, 
write to: Office of the Dean, Stanford University School 
of Medicine, 2398 Sacramento Street, San Francisco 15. 
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CLINICAL STUDY 


Critical Analysis of a New 
Antihistaminic-Antipruritic 


in Allergy 


HARVEY E. GAYNES AND NORMAN SHURE* 
College of Medical Evangelists School of Medicine, Los Angeles 


Anrtinistaminics have become an integral 
part of the physician’s armamentarium for 
treatment of allergic disease. Their use is logi- 
cal. The manifestations of allergic disease are 
considered the result of the action of his- 
tamine, histaminelike substances and other 
agents yet unknown (perhaps serotonin) 
which are liberated in a selected and predeter- 
mined shock tissue when an antigen-antibody 
reaction occurs. When the antigen-antibody 
reaction cannot be prevented by avoidance of 
the antigen or blocked by specific allergic hy- 
posensitization, one would expect histamine 
antagonists to relieve symptoms. This has been 
true in most cases of allergic rhinitis and 
urticaria. The antihistaminics have proved 
somewhat less successful in bronchial asthma 
and atopic dermatitis. 

It is impossible to evaluate accurately the 
biologic effects of this class of drugs on the 
basis of molecular structure, particularly when 
the chemical effects in vitro are difficult to 
appraise. In this connection we might mention 
that workers have even disagreed on the direct 


*College of Medical Evangelists School of Medicine; Allergy Clinic, 
White Memorial Hospital, Los Angeles, California. 
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HARVEY E. GAYNES 


NORMAN SHURE 


in vitro activity of the two antihistaminics that 
have been in use the longest, diphenhydramine 
(BENADRYL®) and tripelennamine (PYRIBEN- 
ZAMINE®).’* Comparisons of effects in vivo, 
especially in human beings where the accept- 
ance of placebo mixtures compounds the indi- 
vidual variations, have been particularly diff- 
cult to evaluate. 

Recently our attention was directed to a 
histamine antagonist that utilizes the pipera- 
zine radical in place of the more common 
dimethylaminoethylene radical. The drug, 
1-methyl-4-amino-N’-phenyl-N’ (2’-thenyl) pi- 
peridine-tartrate (SANDOSTENE®), has an im- 
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Antazalone (Antistine), 0.005 per 
cubic centimeter 


Chlorprophenpyridamine (Chlor-Trime- 
ton), 0.0004 per cubic centimeter 


Dimenhydrinate (Dramamine), 0.005 
per cubic centimeter 


Diphenhydramine (Benadryl), 0.005 
per cubic centimeter 


Promethazine (Phenergan), 0.0025 per 
cubic centimeter 


Piperidine tartrate derivative (Sando- 
stene), 0.005 per cubic centimeter, with 
calcium gluconogalactogluconate 


Tripelennamine (Pyribenzamine), 
0.005 per cubic centimeter 


Control: Calcium glucono- 
galactogluconate (Neo-Cal- 
glucon) 


Control: Saline solution 
0.9 per cent 


FIGURE 1. Wheals and flares produced by a solution of 
histamine phosphate (1 to 5000 dilution) at sites pre. 
treated with various drugs and with control solutions of 
calcium and salt. 


pressive experimental and clinical record*™ 
as an effective, efficient antihistaminic and 
antipruritic.* It was found to be moderately 
anticholinergic, antiexudative and mildly an- 
esthetic, with minimal undesirable side effects, 
We undertook this study to evaluate the drug 
critically. 

We planned to investigate the drug from 
two aspects: (1) a bio-assay in human beings 
by the quantitative determination of its ability 
to inhibit a histamine wheal, and (2) a dou- 
ble-blind clinical trial using the drug and a 
placebo whose formula was identical except 
for the active ingredient. Neither the patients 
nor the physicians dispensing the medicines 
knew the identity of the products. After all the 
data were collected the sealed envelope con- 
taining the code was opened and the proper 
names were inserted in the tables and charts. 


Bio-assay 


Determination of a drug’s ability to inhibit 
a histamine wheal is an accurate, logical meth- 
od of assaying its antihistaminic activity. One 
can employ it in human beings rather than 
experimental animals, and can repeat the test 
in the same person or in others with uniform- 
ity. Lovejoy and associates’* described the 
method in 1951, and one of us (N.S."*) uti- 
lized it previously. 

A drop of histamine placed on a scarified 
area of the skin produces the same result as 
an intradermal injection of histamine. The 
typical wheal and flare appear. However, if 
one pretreats the scarified area with a solu- 
tion of a known histamine antagonist, letting 
this remain on the site for 10 minutes, the 
addition of histamine will not yield the ex- 
pected reaction. With this method one can 
quantitatively assay the histamine-blocking 
powers of a given drug by using various dilu- 
tions of antihistaminics and histamine. 

Technic—We tested several nonallergic sub- 


*Supplies of Sandostene and Sandostene plus Calcium 
were furnished by Sandoz Pharmaceuticals. 
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jects vith histamine in order to select those 
who would respond with a uniform wheal and 
flare to a known dilution of histamine phos- 
phate. | wo were selected and were tested with 
varyiny dilutions of histamine to determine 
the optimal dilution which would produce the 
most easily measured and best-defined reac- 
tion. We found that a dilution of 0.2 mg. of 
histamine phosphate in 1 cc. of saline (a 1 to 
5000 dilution of the salt, equivalent to 0.07 
mg. of the histamine base) yielded the most 
uniform and easily measured reaction. 

The drugs used for the experiment were 
antazalone (ANTISTINE®), diphenhydramine 
(Benadryl), chlorprophenpyridamine (CHLOR- 
TRIMETON®), promethazine (PHENERGAN®), 
dimenhydrinate (DRAMAMINE®), tripelenna- 
mine (Pyribenzamine ) and piperidine-tartrate 
with calcium (Sandostene plus Calcium). As 
our controls, we employed solutions of sodium 
chloride (0.9 per cent) and calcium glucono- 
galactogluconate (NEO-CALGLUCON®) (10 per 
cent). 

A row of scarifications was made with a 
standard Broadbent scarifier on the forearm 
of each subject. We placed a drop of antihis- 
taminic at each site except the last two, which 
were reserved for the control solutions. After 
10 minutes each site was wiped with a sepa- 
rate piece of cotton to avoid contamination of 
adjacent sites, and a drop of the histamine 
solution was placed on each scarified area. 
The maximal reaction was observed in 15 
minutes. Both the wheal and the flare were 
carefully outlined on the skin with a ball-point 
pen and the outline was then transferred to 
the adhesive side of a strip of transparent 
cellophane tape. When the tape was pasted on 
a sheet of paper, a tracing was obtained which 
was the exact duplicate of the reaction ob- 
served on the skin. The procedure was re- 
peated several times on each subject, and the 
results were uniform. Figure 1 reproduces the 
outlines of the wheals and flares. 

All the antihistaminics tested were effective 
to some extent compared with the control solu- 
tions of salt and calcium. Dramamine and An- 
tistine were the least effective drugs. The most 
effective were Sandostene, Phenergan and 
Chlor-Trimeton. This objective experiment 
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demonstrates the potent antihistaminic activ- 
ity of the piperidine-tartrate drug Sandostene. 


Clinical Trial 


The clinical trial of the drug consisted of 
the oral administration of Sandostene sPACcE- 
TABS® and the intravenous injection of San- 
dostene plus Calcium. At the outset we hoped 
that each patient could receive at least one 
intravenous injection of 10 cc. weekly of either 
the active drug or the inert medicine and that 
he could then receive oral doses for the re- 
mainder of the week. We felt that in this way 
we could compare the effects of the oral anti- 
histaminic, the intravenous antihistaminic, the 
oral placebo and the intravenous placebo. 
However, this procedure was impractical. 
Many patients would not accept the intrave- 
nous injections, and proper comparison was 
impossible unless all patients followed the 
same routine. We decided, therefore, to test 
the efficiency of the oral Sandostene Space- 
tabs and the intravenous Sandostene plus Cal- 
cium separately, using comparable placebos in 
each study. 

The subjects were all allergic patients who 
were receiving constant medical care—specific 
desensitization as well as symptomatic man- 
agement. Many had received antihistaminics 
previously. 

Oral tablets—Coded tablets (placebos and 
Spacetabs containing 75 mg. of Sandostene) 
were placed in envelopes and given to the pa- 
tients with instructions to take them twice 
daily. They were told that a new antihista- 
minic was being evaluated. Since most of the 
patients had taken antihistaminics previously, 
they were not told what to expect. Most of 
them had the common allergic complaints of 
rhinitis, asthma and atopic dermatitis. Four 
had contact dermatitis and two had gastroin- 
testinal allergy manifested by diarrhea and 
abdominal cramps. 

Variations in pollen count and other ex- 
traneous factors that one would expect to in- 
fluence symptoms were taken into considera- 
tion. Since not all the patients were taking 
the drug and the placebo at the same time, the 
flare-up of symptoms due to external allergic 
factors would be equal in both groups. In ad- 
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TABLE 1 
RESULTS OF ORAL ADMINISTRATION OF SANDOSTENE SPACETABS TO 154 ALLERGIC PATIENTS 


| RESULTS 
DIAGNOSIS scone Excellent Good Fair None 

| Number | Per Cent | Number | Per Cent | Number | Per Cent | Number Per Cent 
Allergic rhinitis | 92 41 45 33 + 5 16 17 
Bronchial asthma | 42 6 14 24 ll 26 15 36 
Contact dermatitis | 4 4 100 | 
Angioneurotic edema | 

and urticaria 7 5 | 7 | 29 
Atopic dermatitis 7 | | 29 3 42 2 29 
Gastrointestinal allergy, 2 2 | 100 | | 
| 


dition, some of the allergic patients attending 
the clinic were not included in the experiment. 
Some were not taking any medication, and 
others were taking other antihistaminics. These 
patients acted as additional controls for eval- 
uation of extraneous factors. 

The patients in the study were instructed 
to note relief of allergic symptoms such as 
sneezing, itching and wheezing and to record 
any side effects. They were encouraged to re- 
port results in their own words, and such terms 
as “the best I ever had” and “they did no 
good at all” appeared in the protocols. They 
were not told which side effects to expect, but 
they usually asked about this since almost all 


41 (45%) 
31 (33%) 
16 (17.4%) 
EXCELLENT GOOD FAIR NONE 


FIGURE 2. Sandostene Spacetabs were given orally to 92 
patients with allergic rhinitis. Seventy-six or 82.6 per 
cent obtained relief. 
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of them had experienced side reactions to 
other similar drugs. They were then told that 
side effects were not expected but if they ex- 
perienced any they should note them. Each 
patient participated in the study for at least 
four weeks, during which he took either the 
drug or the placebo for at least two periods of 
one week each. 

There were 154 patients who received oral 
medication. Ninety-two had allergic rhinitis, 
42 had bronchial asthma, four had contact 
dermatitis, seven had urticaria and angionev- 
rotic edema, seven had atopic dermatitis, and 
two had gastrointestinal allergy. 

The best results were obtained in the cases 
of allergic rhinitis and urticaria and in the 
two cases of gastrointestinal allergy (table 1). 
Relief of itching was a common and important 
experience. When relief of symptoms was ob- 
tained, it was apparent in 30 minutes and per- 
sisted for 6 to 10 hours. 

Grouping the cases of allergic rhinitis ac- 
cording to the degree of relief provides a 
graphic illustration of the efficiency of the 
drug (figure 2). Symptoms were relieved in 
76 or 82.6 per cent of the 92 cases. The relief 
was excellent in the largest group, whereas 
only 16 or 17.4 per cent of the patients had 
no relief of symptoms. 

In the cases of bronchial asthma, as one 
might expect, the greater number of instances 
in which relief was obtained were in the 
“good” and “fair” groups rather than in the 
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FicuRE 3. Forty-two of the pa- 
tients receiving Sandostene 
Spacetabs had bronchial 
asthma. The drug relieved 
symptoms in 27 cases or 64 
per cent. 


6 (14%) 


1 


15 (36%) 


0 (24%) 11 (26%) 


EXCELLENT 


“excellent” group as in allergic rhinitis (fig- 
ure 3), although 64 per cent of the 42 patients 
claimed the drug did relieve their symptoms. 

The effect of the oral placebo is shown in 
table 2. Our previous experience had indicated 
that roughly 25 per cent of patients claim re- 
lief of symptoms from any medication. This 
did not appear to be true in this study. Among 
the patients with rhinitis and bronchial asthma, 
who comprised the larger groups, 16 to 20 per 
cent obtained relief. However, most of them 
were in the “good” and “fair” categories, with 
few in the “excellent” class. 

Figure 4 compares graphically the effects 
of Sandostene Spacetabs with those of the 
placebo. Note that the antihistaminic is in- 
creasingly effective from the “none” to the 


GOOD FAIR NONE 


“excellent” side of the graph, while the re- 
verse is true of the placebo. 

Side effects—Seventeen per cent of the 
patients taking Sandostene Spacetabs experi- 
enced side effects compared with 14 per cent 
of those taking the placebo (table 3). In most 
instances the antihistaminic side effects were 
drowsiness, dryness of the mouth, and blur- 
ring of vision. Curiously, there was a fairly 
frequent (9 per cent) complaint of nervous- 
ness and shakiness which at first was thought 
due to a pressor substance. After charting and 
decoding we found that it occurred only among 
patients taking the placebo. Since the thera- 
peutic tablets and the placebos differed only 
in that the former contained the active in- 
gredient, the other components being cane 


TABLE 2 
ResuLts OF ORAL ADMINISTRATION OF PLACEBOS TO 154 ALLERGIC PATIENTS 
RESULTS 
DIAGNOSIS jes Excellent Good Fair None 
Number | Per Cent | Number | Per Cent | Number | Per Cent | Number | Per Cent 

Allergic rhinitis 92 7 7.5 2 2 6 6.5 77 84 
Bronchial asthma 42 4 10 4 10 34 80 
Contact dermatitis 4 4 100 

Angioneurotic edema 
and urticaria 7 7 100 
Atopic dermatitis | 7 1 | 15 | | | 6 85 
Gastrointestinal allergy | 2 | | 100 
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Placebo 
130 (85%) 
Sandostene 
Sandostene 
58 (38%) Sandostene 
45 (29%) Sandostene 
18 Pi 33 (21%) 
Placebo Placebo (12%) acebe 
7 (4.5%) 7 (4.5%) | 10 (6%) 
EXCELLENT GOOD FAIR NONE 
TABLE 3 FIGURE 4. Comparative results of the oral administration 


Sipe Errects OF SANDOSTENE SPACETABS 
AND PLACEBOS 


of Sandostene Spacetabs and of a placebo whose formula 
was identical except for the active ingredient. 


SANDOSTENE | PLACEBO ‘fed food 
sugar, certified food coloring and retar 
Number | Per Cent | Number |Per Cent 
: ok |———|— medium, this side effect cannot be explained. 
Drowsiness 17 1l | 2 15 Drowsiness is a common reaction to antihista- 
Dis ene 4 1 | minics and most patients had experienced it 
fi | with other drugs, so one might expect the same 
vision effect with a placebo. However, only 1.5 per 
Nervousness 12 9 cent of the patients who received the placebo 
nr 1 05 complained of drowsiness. 
sien 95 7 19 “4 Intravenous injections—A group of 104 
patients received the intravenous mixture of 
TABLE 4 
RESULTS OF INTRAVENOUS ADMINISTRATION OF SANDOSTENE Pius Catcium To 104 ALLERGIC PATIENTS 
RESULTS 
TOTAL AVERAGE 
DIAGNOSIS NUMBER OF Excellent Good Fair None 
CASES 
INJECTIONS |— 
Number |Per Cent| Number Per Cent Number Per Cent} Number |Per Cent 
Angioneurotic edema 
and acute urticaria ll 18 6 54 1 9 2 18 2 18 
Chronic urticaria 12 22 2 17 5 42 5 42 
Contact dermatitis 5 7 4 80 1 20 
Drug rashes : 3 1 15 5 70 1 15 
Atopic dermatitis 9 21 1 ll 3 33 5 55 
Allergic rhinitis 30 Twice 13 +h 10 33 2 6 5 17 
weekly 
Bronchial asthma 30 Twice 3 10 1 3 10 33 16 54 
weekly 
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TABLE 5 
RESULTs OF INTRAVENOUS ADMINISTRATION OF NEO-CALGLUCON TO 101 ALLERGIC PATIENTS 


RESULTS 
TOTAL AVERAGE 
DIAG NOSIS cases | NUMBER OF Excellent Good Fair None 
INJECTION 
\Number |Per Cent|Number |Per Cent| Number|Per Cent|Number|Per Cent 
Angioneurotic edema 
and acute urticaria 8 14 3 37 1 12 4 50 
Chronic urticaria 12 7 1 8 2 16 3 25 6 50 
Contact dermatitis 5 4 1 20 4 80 
Drug rashes 7 3 1 15 1 15 1 15 4 55 
Atopic dermatitis 9 6 1 12 2 24 1 12 5 52 
Allergic rhinitis 30 Twice 3 10 5 16 1 3 21 71 
weekly 
Bronchial asthma 30 Twice 1 3 2 6 5 16 22 81 
weekly 
Sandostene plus Calcium. They had dermato- of the injections varied with the severity of 
logic lesions such as acute urticaria and an- = symptoms. Patients in distress often asked for 
gioneurotic edema, contact dermatitis, drug _ injections to obtain relief, particularly those 
rashes and atopic dermatitis or eczema. The — who had acute dermatologic disorders in which 
group also included patients who had allergic _ pruritus was intense. 
thinitis and bronchial asthma. The frequency Two mixtures were used for intravenous 
ALLERGIC RHINITIS 
Intravenous Oral 
83% 44.5% Intravenous Oral 
33.3% 33.6% 
Intravenous Oral 
16.6 17.4% 
EXCELLENT GOOD FAIR NONE 
BRONCHIAL ASTHMA 
Intravenous Intravenous Oral 
Oral 33% on 54% 36% 
Oral 24% tie 
intravenous 
10% 14% [intravenous 3%] 
EXCELLENT GOOD FAIR NONE 


FicurE 5. Graphs depicting the results of the oral and intravenous administration of Sandostene in cases of allergic 
thinitis and bronchial asthma demonstrate a definite correlation between the two routes of administration. 
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medication. One was Sandostene (5 mg. per 
cubic centimeter) with Neo-Calglucon (137.5 
mg. per cubic centimeter), and the other was 
Neo-Calglucon alone. The mixtures were given 
at random, some of the patients receiving one 
of each alternately and some two of the same 
consecutively. Each injection was evaluated 
for immediate symptomatic relief. The feeling 
of heat associated with intravenous calcium 
injections was common to the use of both mix- 
tures, as was any psychogenic effect of the in- 
travenous injection. 

Table 4 gives the results. Patients with acute 
urticaria and angioneurotic edema and con- 
tact dermatitis had the greatest relief, and the 
injections were least successful in asthma and 
atopic dermatitis. Relief following intravenous 
medication occurred within one to two min- 
utes after the injection, particularly in cases 
of pruritic dermatoses. 

The results of the intravenous calcium in- 
jections are shown in table 5. The occasional 
“excellent” results (7 per cent) and the fre- 
quent “good” and “fair” results (28 per cent) 
are expected findings. There is a sharp con- 
trast between the 66 per cent in which the cal- 
cium injections failed to produce a result and 
the 33 per cent in which the antihistaminic 
was not effective. 

There seems to be a definite correlation be- 
tween the effects of the oral tablets and of the 
intravenous injections of Sandostene. This is 
seen in figure 5, which delineates the results 
in rhinitis and asthma. The percentages in 
which relief followed intravenous and oral 
medication are juxtaposed and appear to be 
consistent. However, when intravenous injec- 
tion relieved symptoms, the relief persisted 
for a much shorter period than it did follow- 
ing oral medication. 


Discussion 


The results of our study indicate that San- 
dostene is a potent histamine antagonist, as 
shown by its ability to inhibit a histamine 
wheal. Histaminic activity is not completely 
parallel to allergic symptoms, and therefore 
this drug, like many other antihistaminics, ap- 
pears to be most effective in allergic rhinitis 
and urticarial lesions and less effective in 
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bronchial asthma and atopic dermatitis. The 
intravenous medication seems to act as well 
as the oral medication, and perhaps more rap. 
idly, particularly to relieve itching. That this 
is the effect of the antihistaminic rather than 
of the included calcium is indicated by the re. 
sults when calcium was given alone. Side ef. 
fects were comparatively mild and did not 
prevent use of the drug in any case. Drowsi- 
ness and blurring of vision were the most 
common. An almost equal number of side re- 
actions accompanied the use of the placebo 
but they were of a different variety. 


Summary 


Sandostene, a piperazine-tartrate derivative 
(1-methyl-4-amino-N’-phenyl-N’ [2’-thenyl] 
piperidine-tartrate ) was found to inhibit the 
production of a wheal from a solution of his- 
tamine phosphate (1 to 5000 dilution) very 
effectively compared with five other antihista- 
minics. Sandostene Spacetabs (sustained-ac- 
tion tablets) were given orally to 154 patients 
in doses of 75 mg. twice daily, and 38 per 
cent of the patients claimed excellent results. 
Excellent results were reported in 4.5 per cent 
of the cases in which the patients received 
placebos. Good results were noted in 29 per 
cent and 4.5 per cent, respectively, and fair 
results in 12 per cent and 6 per cent. Twenty- 
one per cent of the group taking Sandostene 
did not obtain relief of symptoms, compared 
with 85 per cent for the placebo group. The 
drug was most effective in allergic rhinitis 
and urticaria and least effective in bronchial 
asthma and atopic dermatitis. Many patients 
noted a marked antipruritic effect. Relief of 
symptoms following oral use of the drug was 
apparent within 30 minutes and persisted for 
6 to 10 hours. 

Sandostene was given intravenously to 101 
patients in doses of 5 mg. per cubic centi- 
meter dissolved in 10 per cent calcium glu- 
conogalactogluconate (Sandostene plus Cal- 
cium). Relief was obtained in 66 per cent of 
the cases of acute urticaria and angioneurotic 
edema, chronic urticaria, contact dermatitis, 
drug rashes, atopic dermatitis, allergic rhinitis 
and bronchial asthma, compared with 33 per 
cent in the group receiving the calcium salt 
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alone. The best results were obtained in acute 
urticaria and angioneurotic edema and con- 
tact dermatitis, and the drug was least effec- 
tive in bronchial asthma and atopic dermatitis. 
The rapidity of action of the intravenous medi- 
cation paralleled that of oral tablets, especially 
in regard to antipruritic effect. Relief after in- 
travenous injections was more transient, and 
tablets were required as a follow-up measure. 

Side effects were mild, nondisabling and 
transient. They occurred in 17 per cent of the 
cases in which Sandostene was administered 
compared with 14 per cent in the group re- 
ceiving placebos. 
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ME Postgraduate Courses 


New York University-BeLLevue Mepicat Center Post- 
GrapuaTe Mepicat ScHoot, New York: Postgraduate 
courses for 1958: 
Modern trends in the diagnosis and treatment of con- 
genital heart disease, directed by Dr. C. A. Poindexter, 
February 3-5 
Arthritis and related disorders, directed by Dr. E. F. 
Hartung, five sessions beginning February 11 
Auscultation of the heart, directed by Dr. J. S. Butter- 
worth, February 24-26 
Cardiac roentgenology, directed by Dr. J. S. Butter- 
worth, February 27-28 
Seminar in dermatology and syphilology, directed by 
Professor M. B. Sulzberger, February 17-21 
Orthopedics in general practice, directed by Professor 
W. A. L. Thompson, February 19-21 
Annual review of ophthalmologic advances, directed 
by Professor A. G. DeVoe, February 20-22 
Radiobiology, directed by Dr. M. Friedman, Wednes- 
days, February 5-May 28 
Review of clinical pediatrics, directed by Professor A. 
G. DeSanctis, February 17-22 
Clinical pediatric cardiology, directed by Dr. M. M. 
Maliner, Wednesdays, February 19-April 23 
Seminar in recent advances in otolaryngology, directed 
by Professor J. F. Daly, February 17-21 


January 1958 


For further information, write to: Office of the Associate 


Dean, New York University Post-Graduate Medical 


School, 550 First Avenue, New York 16. 


University oF Kansas oF Mepicine, KANsAs 
City: Postgraduate courses offered during 1958: 


General practice symposia: 

Pediatrics, February 20 

Current therapy, March 20 

Progress in internal medicine, April 17 
Surgery of the biliary tract, February 20 
Surgery of the anus and rectum, March 20 
Correspondence courses I and II on Interpretation of 
electrocardiograms 


For further information, write to: Department of Post- 
graduate Medical Education, University of Kansas School 
of Medicine, Kansas City 12. 


University oF Minnesota, MINNEAPOLIS: Courses to be 
presented at the Center for Continuation Study, 1958: 


Cardiovascular diseases for general physicians, Febru- 
ary 6-8 
Neurology for general physicians, February 10-15 


For further information, write to: Director, Department 
of Continuation Medical Education, 1342 Mayo Memorial 
Building, University of Minnesota, Minneapolis 14. 
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Scientific Exhibit 


Rehabilitation in the Home 
The Chronically Ill and the Aging Patient 


EUGENE MOSKOWITZ 


Department of Physical Medicine and Rehabilitation, 
New York University-Bellevuwe Medical Center, New York, 
and Grasslands Hospital, Valhalla, New Y ork 


From an exhibit presented at the 1957 annual meeting of the American Medical Association. 
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THE OBJECTIVES 


THE PATIENT.. . 


The 
Variables 


Improve physical status 
Self-care 

Prevention of deformities 
Minimize disuse atrophy 


Mental stimulation 


Functional evaluation as expressed in the 


“PHYSICAL PROFILE”* 


Physical status as affected by visceral disorders 
Upper extremities 

Lower extremities 

Sensory (vision, hearing, speech) 

Excretory (bowel and bladder control ) 


Social and mental 


Maximal independence within the home consistent with 


the “PROFILE” 


Orientation of the patient 


In bed 
Schedule of activities + In the chair 
In standing and walking 


Instruction of family 


Frequent re-evaluation with increase of “activity dose” 
as tolerated 


Treatment of intercurrent complications and prompt re- 
sumption of program to avoid regression 


Utilize available community resources 


*Mosxowitz, Evcene and McCann, C. B.: Classification of disability in the chronically ill and aging. J. Chron. Dis. 5:342, 1957. 
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Positioning of the hemiplegic patient to 
prevent foot drop, shoulder contracture and 
edema of the hand. 


Foot and toe drop caused by tight bed 
covers with inadequate positioning. 


Malpositioning of a diabetic patient with 
arthritis and a small ulcer on the foot. 


Result: Flexion contractures of the hips 
and knees. Edema of the feet with associ- 
ated trophic changes. 
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Improvised shoe traction for mild contrac- 
tures or other indicated conditions. No ad- 
hesive straps necessary. 


(Moskowitz, Eugene: Rehabilitation in the home. 
Postgrad. Med. 16:122, 1954.) 


Close-up of the shoes. Eye hooks in the 
heels for attachment of traction. Shoes can 
be removed so patient can get out of bed. 


eee Stump exercises for the above-knee am- 
bk * Hip exercises for fracture, arthritis and 


femoral head replacement. 
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Improper application of elastic bandage 
with resulting edema of the forefoot and 
pressure ridges over the lower leg. 


Flexion contractures of the 
hip and knee in a below- 
knee amputee after pro- 
longed immobilization in a 
chair. 


74 POSTGRADUATE MEDICINE 


e Patient ina alr 
3 
; 
‘ 


fi 


Stretching the knee joint with weights. The 
patient is on his abdomen in order to ex- 
tend the hip. 


Mobilizing the upper extremity from a sit- scituals 
ting position—in cases of hemiplegia, ar- a 
thritis, shoulder fracture and mastectomy. ; 
Patient faces the door jamb to achieve ab- 5 
duction in the shoulder. 
fs 
af: 
The hemiplegic patient is assisted rather roca 
than lifted into the wheel chair. i 
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The hemiplegic patient is preparing to take 
his first step with the aid of a sturdy chair 
which he will learn to push ahead of him. 


Supporting a mild drop foot with the aid 
of an elastic bandage to prevent the hemi- 
plegic patient from stumbling over the edge 
of a rug. 
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Learning to climb a “low step.” The hemi- 
plegic patient is wearing a drop foot brace 
with a stirrup joint at the ankle. 


Non-weight bearing in a recent hip frac- 
ture. The amputee can use the same tech- 
nic for developing balance with or without 
an artificial limb. 
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An improvised “peg leg” consisting of a 
plaster of paris bucket incorporated in the 
lower half of a crutch. 


Resistive exercises to strengthen the quad- 
riceps muscle—in hip fracture and in hemi- 
plegic, arthritic and various neuromuscular 
disorders. 


Mobilization of the shoulder from a stand- 
ing position. The hemiplegic hand is se- 
cured with an elastic bandage. 
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POSTGRADUATE MEDICAL DEBATE 


Radioactive lodine, Surgery 
or Antithyroid Drugs in 
Treatment of Graves’ Disease 


F. RAYMOND KEATING, JR.*: Radioiodine 


Mayo Clinic and Mayo Foundation, Rochester, Minnesota 


HOWARD A. PATTERSON}: Surgery 
Roosevelt Hospital, New York 


WILLARD P. VANDERLAAN?: Antithyroid Drugs 


Scripps Clinic and Research Foundation, La Jolla, California 


Statement by Dr. Keating: 


‘Tue first studies with radioiodine in human 
beings, carried out 18 years ago, indicated 
that the remarkable affinity of this agent for 
the thyroid gland might provide a new way of 
treating thyroid disease. From the start, radio- 
iodine therapy of hyperthyroidism has met 
with extraordinary success, and it is currently 
regarded by some physicians as the treatment 
of choice for exophthalmic goiter. 

The fact is, as nearly all physicians familiar 
with it would agree, that radioiodine is an ex- 


*Section of Medicine, Mayo Clinic and Mayo Foundation, Rochester, 
Minnesota. 


+Division of Surgery, Roosevelt Hospital, New York, New York. 


Scripps Clinic and Research Foundation, La Jolla, California. 
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tremely effective therapeutic agent indeed for 
exophthalmic goiter. It enables a patient with 
this condition to be treated expeditiously, 
without hospitalization and without discom- 
fort, comparatively inexpensively, and with 
no immediate risk. The rate of cure is remark- 
ably high; there are few instances of exoph- 
thalmic goiter which cannot be successfully 
treated with this substance. 

Nevertheless, like other methods for the 
treatment of hyperthyroidism, radioiodine 
therapy has several shortcomings. First, it is 
not physiologic treatment: Like treatment with 
antithyroid drugs or subtotal thyroidectomy 
it is not directed at the etiologic source of the 
disease (whatever that unknown factor may 
be). Second, it is impossible to measure accu- 
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rately the dose of ir- 
radia'ion (either re- 
quire) or received) 
when radioiodine is ad- 
ministered. Third, and 
most important, is the 
consideration of the 
long-term hazards re- 
sulting from ionizing 
irradiation. 

The technical diff- 
culties involved in 
measuring radioiodine 
as it enters or leaves the thyroid gland, the im- 
possibility of estimating accurately the weight 
of the thyroid gland, and our inability to evalu- 
ate individual variations in susceptibility to ir- 
radiation are factors which effectively prevent 
accurate dosimetry with radioiodine. How this 
limitation affects results depends on which of 
two possible procedures clinicians adopt. Either 
they employ a relatively large initial dose in an 
attempt at single-dose control, or they use mul- 
tiple smaller doses repeated at intervals as 
long as required in an attempt at minimal-dose 
control. With the first method it is usually 
possible to control hyperthyroidism relatively 
quickly. In some series this is accomplished 
with a single dose in as high as 80 per cent of 
cases; in virtually all the remaining cases the 
condition is controllable with two or three 
doses. While this method has the advantage of 
maximal speed of control, it provides it at the 
cost of a maximal probability of postirradia- 
tion myxedema, which may occur in as high 
as 30 per cent of cases. The second method 
requires a much longer interval, perhaps six 
months or longer, to restore a euthyroid state; 
but, as the method is employed by some groups, 
it has produced hypothyroidism in as few as 
5 per cent of patients so treated. 

Hypothyroidism constitutes the only sig- 
nificant complication of such treatment en- 
countered thus far. Of course, hypothyroidism 
also occurs in a significant proportion of pre- 
viously hyperthyroid patients after subtotal 
thyroidectomy. It is sometimes transitory; even 
when it is permanent, it is not regarded by 
many physicians as a serious sequela, since it 
may be perfectly and easily controlled by ac- 


F. RAYMOND 
KEATING, JR. 
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curate substitution therapy with thyroid hor- 
mones and by instructing the patient carefully 
in the use of such therapy. Because of this, we 
usually have preferred to accept a relatively 
larger incidence of myxedema in elderly pa- 
tients or in patients with complicated or severe 
disease in order to achieve control of hyper- 
thyroidism with minimal delay (three to six 
weeks). In cases of mild, uncomplicated hy- 
perthyroidism, where the need for prompt cor- 
rection of thyrotoxicosis is less urgent, a longer 
interval of persistent hyperthyroidism may be 
tolerated. In such circumstances, a smailer 
dose of radioiodine can be employed, and the 
probability of hypothyroidism can be greatly 
reduced. 

Perhaps the principal curb to wider thera- 
peutic use of radioiodine at present is the 
continued fear of long-delayed carcinogenic 
effects of ionizing irradiation. Experience with 
other sources of ionizing irradiation is the 
basis for the concern that radioiodine, many 
years after it has been administered, might 
cause malignant transformation in the thyroid 
parenchyma or its supporting stroma or in the 
blood-forming organs. While more than 12 
years of experience with the radioiodine treat- 
ment of hyperthyroidism on a national scale 
has produced no documented instance of such 
sequelae anywhere, in the view of many biolo- 
gists the possibility still remains a real one. 
This consideration alone usually has discour- 
aged the use of radioiodine among younger pa- 
tients in whom there are no contraindications 
to alternative treatment. It would appear that 
another 5 or 10 years must elapse before we 
can be entirely certain that the number of pa- 
tients in whom some malignant transformation 
develops as a very delayed result of treatment 
administered 20 or more years before is either 
significantly low or is nonexistent. Once this 
point is settled, and provided a more physio- 
logic alternative approach to the problem does 
not appear in the meantime, radioiodine con- 
ceivably may be adopted as the agent of choice, 
to the exclusion of others. In the meantime, 
many physicians, and even the optimistic ones, 
elect not to use radioiodine but to employ sub- 
total thyroidectomy or medication for hyper- 
thyroid patients less than 45 years old who do 
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not have serious complications. Nevertheless, 
many are sufficiently impressed, as we are, 
with the probability that carcinogenesis will 
prove to be an insignificant risk, that they 
prefer to take this unknown risk in patients 
more than 45 years of age or in patients who 
are seriously ill or have complicated disease, 
in preference to the risk of operation or of 
uncontrollable thyrotoxicosis. 

The use of radioiodine as the treatment of 
choice for all patients with complicated or 
severe disease and for patients more than 45 
years old has had a significant effect on the 
over-all mortality and morbidity rates accom- 
panying subtotal thyroidectomy. When sur- 
gical ablation is reserved for patients repre- 
senting ideal surgical risks, the incidence of 
sequelae and of complications generally has 
become minimal, and the surgical mortality 
rate practically zero. A good case can thus be 
made for considering that the judicious use of 
both methods may be superior to the use of 
either method alone and exclusively. 

Radioiodine has been relatively less suc- 
cessful in the treatment of hyperthyroidism 
complicating adenomatous goiter, at least in 
the opinion of some investigators. In some in- 
stances, meaning in particular very large nodu- 
lar goiters, no reduction in size of the goiter 
is achieved by the radioiodine, even if con- 
trol of hyperthyroidism is achieved. In the 
treatment of many nodular goiters, repeated 
large doses of I'*', sometimes analogous to 
those employed for the treatment of thyroid 
carcinoma, have been required before hyper- 
thyroidism has subsided. Nevertheless, when 
adenomatous goiter with hyperthyroidism has 
been associated with senility, serious heart dis- 
ease, cardiac decompensation and other seri- 
ous complications, radioiodine has been a de- 
cisive means for control of the thyrotoxicosis 
with minimal risk. 


Statement by Dr. Patterson: 


Tue selection of treatment for patients with 
hyperthyroidism remains a live and contro- 
versial subject. In regard to this disease, the 
obvious comment bears repetition: Treatment 
is likely to be unsatisfactory in any disease of 
which the cause is unknown, and if any one 
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type of treatment were 
entirely satisfactory, 
other methods would 
soon be discarded. In 
spite of important con- 
tributions in recent 
years to our knowledge 
of hyperthyroidism and 
the treatment of pa- 
tients who have it, we 
are still a long way 
from agreement re- 
garding the indications 
for the use of the three main methods of treat- 
ment currently employed. 

The separation of hyperthyroidism into (1) 
diffuse toxic goiter and (2) toxic nodular 
goiter is now accepted, even by many who for- 
merly were reluctant to do so. This seems to 
me a very useful division, for the two condi- 
tions differ markedly in their manifestations 
and in their response to treatment. 

Although it may be a reverse approach to 
the problem, I would like to discuss the surgi- 
cal treatment of hyperthyroidism by first pre- 
senting the results of subtotal thyroidectomy. 
The consideration of primary importance is 
that of surgical mortality. Even after the adop- 
tion of routine preparation with iodine in the 
early 1920s, the mortality of one stage proce- 
dures was rather frightening. By dividing the 
procedure into two stages (usually six weeks 
apart) for the 10 to 15 per cent of the patients 
who were the most ill, the mortality rate could 
be kept, in good hands, at about 3 per cent. 
Today, the operative mortality should be no 
higher than three or four per thousand. It is 
difficult to be sure of the factors that have con- 
tributed to this great improvement. Better an- 
esthesia and better surgery we surely have 
available, but we must also agree that the 
average patient with hyperthyroidism is not 
as sick as those we saw 25 years ago. This is 
especially true of patients with Graves’ dis- 
ease. The real crises that were seen either pre- 
operatively or postoperatively are at present 
very rare. 

The two factors that are still the most im- 
portant in evaluating the surgical risk in hy- 
perthyroidism are the age of the patient and 
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the duration of the disease. The value of anti- 
thyroid drugs has to do largely with avoidance 
of two stage operations. If the patient is not 
old and if the hyperthyroidism is not of long 
duration, even though severe in degree, the 
response to iodine administration is usually 
prompt and adequate; nothing more is re- 
quired in the way of preoperative preparation. 
Only in those problem cases which might have 
required a two stage operation 20 years ago 
are the antithyroid drugs of great value. In 
general, it is safer to operate on a patient who 
has a mild degree of residual hyperthyroidism 
than on one who has early myxedema, although 
the ideal condition for which to aim is a euthy- 
roid state. Analysis of the occasional deaths 
that still occur after thyroid operation will re- 
veal an unfortunate group in which tracheos- 
tomy was either not done at all or not done 
with sufficient promptness. A patient who is 
“crowing” with a laryngeal stridor should 
never leave the operating room. If this condi- 
tion does not clear, tracheostomy must be 
done. A second observation is that in patients 
prepared too long with antithyroid drugs any 
amount of trauma in the neck may produce 
an undue amount of edema. The ensuing re- 
spiratory obstruction may be delayed for some 
hours, and careful watching is mandatory. 
Thirdly, while bleeding following thyroidec- 
tomy is rare, it may be a lethal factor by caus- 
ing obstruction, and it is for this reason that 
I place a drain in every patient of mine who 
has this operation. If significant bleeding oc- 
curs, one must know of it promptly. 

The serious complications that may plague 
the survivors of thyroid surgery are, of course, 
the sequelae of recurrent laryngeal nerve in- 
jury, the destruction of adequate parathyroid 
gland function, and the occurrence of myxe- 
dema. Patients with myxedema respond well 
to thyroid feeding, but the nerve injuries often 
are permanent and efforts to improve the lot 
of the patient rarely lead to a happy outcome. 
It is usually necessary to sacrifice more voice 
for an easier airway. The loss of parathyroid 
function is a very serious matter indeed and 
responds only partially to our best therapeutic 
efforts. In competent hands, all these compli- 
cations are rare in primary operations. Myxe- 
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dema probably occurs in about 5 per cent of 
patients after operation for diffuse toxic goi- 
ter, and only rarely does it occur after opera- 
tion for toxic nodular goiter; tetany that per- 
sists beyond a few days occurs perhaps once 
in 250 cases; and, if the nerves are routinely 
and carefully demonstrated, unilateral nerve 
injury probably occurs approximately once in 
150 cases. 

It is in secondary operations for recurrent 
hyperthyroidism that these major complica- 
tions usually are found, occurring about 20 
times as frequently as in primary cases. This 
fact influences us greatly in deciding on the 
best treatment, and it discourages us from 
operating in recurrent cases. Furthermore, pa- 
tients who have recurrent hyperthyroidism 
after surgery (probably 5 per cent of those 
with Graves’ disease) probably will have an- 
other recurrence even after a second opera- 
tion. We know of no good way to select, pre- 
operatively, those patients who are likely to 
have recurrence of their toxicity. 

Another very serious and greatly distress- 
ing complication that may appear after opera- 
tion for hyperthyroidism is that of progres- 
sive exophthalmos. In spite of the interesting 
information obtained from the great volume 
of work done on this problem in recent years, 
we still do not know much about the very 
practical question as to why certain patients 
have progressive exophthalmos, nor do we 
know what to do about it. Surgical removal of 
most of the thyroid gland has earned a repu- 
tation for causing progressive exophthalmos. 
This condition, of course, is a typical feature 
of Graves’ disease, but is not really a feature 
of hyperthyroidism and may progress marked- 
ly after hypothyroidism has been produced. 
In my opinion, this unfortunate progression 
may follow any method of treatment that cures 
the hyperthyroidism. I recall one young pa- 
tient with severe Graves’ disease who had been 
treated for 40 months with propylthiouracil. 
Surgery had been withheld for fear of progres- 
sion of his severe exophthalmos, and I'** had 
not been administered because of his youth. 
Surgical removal of most of his thyroid gland 
resulted in very prompt subsidence of his 
exophthalmos; although it did not entirely 
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clear, it did become minimal and has remained 
so for seven years. The course of exophthal- 
mos is unpredictable and the presence of this 
feature should not be the decisive factor in 
selection of treatment. 

Having covered some of the problems con- 
nected with the surgical treatment of hyper- 
thyroidism, I must draw some conclusions as 
to the indications for surgery. Most of my 
comments have had to do with Graves’ disease, 
which remains the center of much contro- 
versy. There is rather general agreement that 
toxic nodular goiters are best handled surgi- 
cally, although “hot” nodules should ease 
one’s fears as to the likelihood of associated 
malignancy. Only 10 years ago, we heard 
many say that antithyroid drugs were the an- 
swer to the treatment of Graves’ disease and 
that surgery was no longer justified. Now we 
hear that I'*' is the answer, and surely this is 
a most effective agent. From the patient’s 
viewpoint, the one dose (sometimes two, rare- 
ly three) that is usually needed is about the 
simplest matter imaginable in the field of 
therapeutics. Furthermore, the fear of post- 
radiation malignant change many years later 
may well be groundless. The basis for this 
fear is largely theoretical, but we are im- 
pressed by the dreadful sequelae that may re- 
sult some 20 years later from various types of 
therapeutic radiation. Another 15 years should 
tell the story as to whether or not our fear of 
giving I'*' to young people is groundless as 
far as their future health is concerned. We 
already know, of course, that in the presence 
of pregnancy the hazards of such treatment 
are great. 


Summary 


I advise surgical treatment of patients with 
toxic nodular goiter and of patients under 50 
years of age who have diffuse toxic goiter. 
The latter are often prepared with iodine 
alone, although antithyroid drugs are used in 
many instances to eliminate the need for two 
stage operations. I prefer to operate in the 
presence of mild residual hyperthyroidism 
rather than in the presence of myxedema. In 
competent hands, the operative risk and the 
incidence of complications are extremely low. 
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Although the thyroid gland is not the primary 
factor in Graves’ disease, the surgical ablation 
of most of it gives strikingly good results in 
90 per cent of patients treated. About 5 per 
cent will probably require thyroid feeding, to 
which they respond well; and in the remaining 
5 per cent a recurrence of their hyperthy- 
roidism develops, sometimes very promptly. 
In such cases, because of the increased inci- 
dence of major complications in secondary 
surgical procedures of this sort, I advise treat- 
ment with 


Statement by Dr. VanderLaan: 


Tue fact that the 
choice of treatment for 
hyperthyroidism is a 
debatable question 
clearly indicates that 
no method is altogether 
satisfactory. | propose 
that antithyroid drugs 
should be considered 
the primary means for 
treating hyperthyroid- 
ism. This proposition is 
based on the opinion 
that the disadvantages of antithyroid drugs 
have been as much overestimated as the seri- 
ous drawbacks of surgery and radioiodine 
therapy have been underestimated. 


WILLARD P. 
VANDERLAAN 


Surgical Results 


The recent summary of surgical results by 
Sloan’ presents an average total incidence of 
untoward surgical results of 11.1 per cent. 
The maximal incidence of serious complica- 
tions was given as 28.6 per cent; of these 
complications, 13.9 per cent were hypothyroid- 
ism and 9.6 per cent were recurrences of the 
hyperthyroidism. Minimal figures for serious 
complications were under 5 per cent. Table 1 
presents these figures and other recent series 
by Fowler, Durham and Cole* and by Beahrs, 
Ryan and White.* The table indicates that 
there is a considerable range of serious com- 
plications. There are reasons for believing that 
the upper range does not exceed the general 
incidence of unfavorable results. It is notable 
that Beahrs and associates made no attempt 
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- TABLE 1 


PERCENTAGE OF UNTOWARD RESULTS IN THREE 
StupDIEs OF SUBTOTAL THYROIDECTOMIES 


SLOAN 


FOWLER | BEAHRS 
Range | Average 


Hy pothyroidism 0.2-13.9| 3.4 10 5 
Permanent 1.0 2.8 18 
hypoparathyroidism 

Unilateral cord 1.0 2.8 2.6 
palsy 

Recurrent 2.4-9.6 5.0 2.1 
hyperthyroidism 

Death 0.0-3.1 0.7 0.0 0.9 


to follow their cases, but that a 5 per cent in- 
cidence of hypothyroidism was called to their 
attention. In Fowler’s series, recurrent hyper- 
thyroidism was 2.1 per cent; however, the fact 
that 18 per cent of their operations were per- 
formed for postoperative recurrences gives in- 
direct support to the statement that postopera- 
tive recurrences tend to be underestimated. 

Further evidence of this claim is to be 
found in the high percentage of postoperative 
recurrences of hyperthyroidism in therapeutic 
experiences with radioiodine. Thus, in three 
recent series, postoperative recurrent hyper- 
thyroidism occurred in 22,* 26° and 32 per 
cent® of the patients treated with radioiodine. 
These figures have more significance if the 
present practice of the Mayo Clinic of treat- 
ing about 60 per cent of the cases of toxic 
diffuse goiter with radioiodine’ is widespread. 
They appear to validate the belief that Thomp- 
son and associates™:” figures of 19.5 and 17.5 
per cent recurrence rates for the Massachusetts 
General Hospital and the Presbyterian Hos- 
pital of Chicago, respectively, continue to por- 
tray the general picture with a reasonable 
amount of accuracy. 

Permanent hypoparathyroidism is a major 
disaster characterized by fits, tetany, cataracts 
and premature death. Unfortunately, the life- 
time treatment required is unsatisfactory. 
Buckwalter and co-workers’® have emphasized 
the seriousness of this complication. 

Hypothyroidism is accepted generally as a 
satisfactory result. By some, it has been held 
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a necessary outcome if recurrence is to be 
avoided. However, hypothyroidism is often 
misdiagnosed; it has a high relapse rate and, 
in itself, is a fatal disease. 

Finally, vocal cord palsy, usually considered 
serious only if bilateral, has been estimated to 
occur in 15 per cent of thyroidectomies."* 
The vocal cords in animals are widespread to 
protect the respiratory tract, the voice being 
an incidental function; despite this fact, no 
study has been found on the effect of a paretic 
cord on respiratory function and the liability 
to pulmonary disease. 

It seems apparent that operation offers no 
greater number of completely satisfactory re- 
sults than do antithyroid drugs and that the 
number of patients left with truly serious com- 
plications makes surgery play a secondary 
role in the treatment of hyperthyroidism. 


Results of Radioiodine Therapy 


With radioiodine therapy, similar reserva- 
tions clearly are warranted. In Fowler’s study, 
the average age of patients with toxic diffuse 
goiter was 34.5 years; these patients comprise 
70 per cent of those with a toxic condition. 
Since radioiodine treatment is widely, and 
probably wisely, held inadvisable in patients 
less than 40 to 45 years of age, as many as 
half the patients must be excluded. In terms 
of radioiodine dosage, there are no satisfac- 
tory criteria. Response is quite variable, aver- 
aging five and one-half months for a return to 
good health.’ In the study cited in this refer- 
ence, 4 to 11 months elapsed before remission 
occurred in 25 per cent of the patients; in 10 
per cent, 12 to 32 months elapsed before the 
remission. 

After reviewing 1,720 cases, Seed and Jaffe® 
concluded that a satisfactory response occur- 
red in 80 per cent, accepting a figure of 9 per 
cent for hypothyroidism and 11 per cent for 
unsatisfactory responses. However, it is of 
interest to note that figures denoting the oc- 
currence of myxedema range as high as 21 per 
cent,’* but of even more importance is the 
finding of Cassidy’* that the incidence of 
myxedema in Anderson’s’” patients had risen 
from 5.8 to 17 per cent in three additional 
years. 
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Thus, radioiodine, which is a reasonable 
risk for only half the patients at the present 
time, can be conservatively estimated to be 
truly satisfactory therapy in 60 to 70 per cent 
of those treated. This agrees with Seed and 
Jaffe’s conclusion on their own series (63 per 
cent satisfactory ). 


Use of Antithyroid Drugs 


What is the case for antithyroid drugs? It 
is the only widely available effective treat- 
ment for hyperthyroidism. It is the only treat- 
ment which provides prompt control of thyroid 
function. It is the safest treatment. It alone is 
not destructive of thyroid tissue. It offers a 
favorable rate of remission. It is suitable for 
the mild cases, the severe cases, and for young. 
old or pregnant patients. This does not mean 
there are no limitations regarding the use of 
antithyroid drugs. Also there should be some 
explanation of what may appear to be extrava- 
gant claims. 

The wide availability of antithyroid drugs 
to physicians speaks for itself. However, not 
so apparent is the simplicity of following pa- 
tients under treatment. The original signs and 
symptoms, the pulse and the weight are more 
adequate guides for adjusting the dosage than 
the laboratory “parameters of thyroid func- 
tion.” If the physician uses great care in es- 
tablishing the diagnosis of hyperthyroidism, 
and if he avoids the pitfall of the “therapeutic 
trial,” treatment of hyperthyroidism with an- 
tithyroid drugs is both simple and reliable. 

In terms of prompt control of thyroid func- 
tion, thiourylene derivatives alone offer im- 
mediate, reliable control. With surgical treat- 
ment, previous antithyroid drug therapy is 
common; and, in radioiodine therapy, the seri- 
ously ill patients often are treated with an anti- 
thyroid drug as an adjunct. Proponents of 
these therapies accept the efficacy of antithy- 
roid drugs in these situations. Since 70 per 
cent of the reactions to antithyroid drugs oc- 
cur in the first eight weeks of treatment, the 
use of drug therapy as an adjunct subjects 
patients to the risks of two therapies. 

The safest treatment of hyperthyroidism is 
with antithyroid drugs. The over-all rate of 
serious toxic reactions with both propylthio- 


84 


uracil and methimazole is in the range of 9.6 
to 0.7 per cent.’® Deaths constitute a small 
fraction of that; indeed, there were no deaths 
in a review of 3,322 cases in series of patients 
treated with these drugs.’® The death rate from 
hyperthyroidism which is treated with radio- 
iodine is hard to assess, but death from con- 
tinuing hyperthyroidism is known to occur. It 
also is interesting that hyperthyroidism treated 
with a single dose of radioiodine may persist 
for six to eight months and then subside;"® 
this subsidence would appear to occur by the 
same unknown process by which antithyroid 
drugs function—simply reversing the progres- 
sive nature of the disease. The chief difference 
is that dosage is controlled with antithyroid 
drugs and the patient is euthyroid. 

Antithyroid drugs do not destroy thyroid 
tissue. To some, this seems a great advantage; 
to others, it means nothing. However, it is of 
interest that shrinkage of the thyroid gland 
during or after antithyroid drug treatment is 
the best clue to long-term success,’ indicat- 
ing that the disease subsides as a result of con- 
trol rather than because of the removal of 
tissue. 

The evidence at hand indicates antithyroid 
drug therapy in hyperthyroidism complicating 
pregnancy is attended by the lowest fetal loss 
and by a high rate of lasting remission.’® In 
treating older patients, early suppression of 
thyroid function is necessary; in young pa- 
tients, time is less of a consideration than 
avoiding lasting sequelae and death. Many 
have felt antithyroid drugs suitable for the 
mild cases; however, in the severe cases, anti- 
thyroid drugs are the surest means of prompt 
control. Escape from control does not occur; 
once the patient is well, making a change to 
other therapy is arbitrary, since the remission 
rate does not appear to vary with the severity 
of the disease." 

A recent study’® shows that normal pitui- 
tary-thyroid relationships reappear in the con- 
trol of thyroid function after successful treat- 
ment of hyperthyroidism with antithyroid 
drugs. It proposes that thyroid suppression 
tests at the end of treatment be correlated with 
subsequently observed remissions and relapses. 
It remains to be seen whether or not this will 
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assist in predicting lasting remission versus 
relapse. 


Conclusions 


1 would like to conclude that the greatest 
benefit will accrue to patients with hyperthy- 
roidism if physicians will (1) look on antithy- 
roid drugs as the primary mode of treatment, 
(2) learn the few simple observations which 
must be made, and (3) try to achieve the last- 
ing remission which can be induced in from 
65 to 90 per cent of all cases, reserving other 
modes of therapy for those patients in whom 
a lasting remission cannot be secured. 

The complaint that treatment with antithy- 
roid drugs is prolonged and hence should be 
discarded is not worthy. Further, it is not pri- 
marily a complaint of patients, but of physi- 
cians. Many disorders, such as peptic ulcer 
and heart-failure, require prolonged treatment, 
a fact which is widely accepted. It is indeed 
curious, after trying other treatment, to ac- 
cept hypothyroidism as a good result and to 
recommend that pills be given for life, but 
to shrink from using antithyroid drugs for a 
period of one year. 
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Comment by Dr. Keating: 


I am in substantial agreement with Dr. Pat- 
terson, but obviously neither of us can agree 
with Dr. VanderLaan that drugs are both 
safer and more effective or that surgery and 
radioiodine are as hazardous as he suggests. 
The complications of thyroidectomy appear 
considerably overstated. Tetany is a serious 
complication; nevertheless, fits and cataracts 
occur uncommonly and premature death en- 
sues rarely, if at all. Treatment is inconvenient 
but usually satisfactory. Hypothyroidism is 
neither fatal nor relapsing; with proper diag- 
nosis and instruction, its treatment is com- 
pletely satisfactory. Bilateral cord palsy is a 
rare and tragic complication, but no serious 
complications are described with unilateral 
involvement. Beahrs’ total mortality rate was 
0.7 per cent (not 0.9 as stated) for all thyroid- 
ectomies, including those for carcinoma; his 
operative mortality rate for Graves’ disease is 
0.06 per cent. 

While antithyroid drugs usually are effec- 
tive, their net effect, in many instances, has 
been to prolong thyrotoxicosis and foster se- 
quelae which decisive therapy might have 
averted. Both failure rate and recurrence rate 
are greater with antithyroid drugs. Moreover, 
thyrotoxicosis often persists too long because 
of undertreatment, or patients’ failures to re- 
main under supervision. Drugs do not usually 
induce remissions more rapidly than radioio- 
dine or as rapidly as thyroidectomy. 


Comment by Dr. Patterson: 


It would be difficult to disagree strongly 
with any of the statements in Dr. Keating’s 
concise presentation of the use of radioiodine 
in the treatment of exophthalmic goiter. As he 
says, another 10 years will clarify the picture 
further. 

Dr. VanderLaan seems to have been more 
successful than I have been in the long-term 
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treatment of exophthalmic goiter with antithy- 
roid drugs. Perhaps I have not used them prop- 
erly, but it seems to me that there is less en- 
thusiasm throughout the entire country for this 
treatment today than there was 10 or even five 
years ago. There must be some basis for this. 
It is my definite opinion that Dr. Vander- 
Laan’s picture of the miseries that follow thy- 
roid surgery is more pessimistic than is justi- 
fied by general experience. I cannot agree 
with him that “hypothyroidism . . . has a high 
relapse rate and, in itself, is a fatal disease,” 
if the patient has had reasonably good medical 
care. The estimate of postoperative complica- 
tions in my discussion is based on the assump- 
tion that the patients are in good hands. Dr. 
VanderLaan’s statement that up to 15 per cent 
of the patients have vocal cord palsy after 
operation seems quite out of line with many 
authoritative reports from other clinics. 

In the table presented in Dr. VanderLaan’s 
discussion, the average incidence of “perma- 
nent hypoparathyroidism” (a most serious 
matter) is given as 1 per cent. Joll' reported 
only one “mild transient case” of tetany in 
2000 consecutive thyroidectomies that he per- 
formed. It is true that these figures are unusu- 
ally good, but Dr. VanderLaan’s statistics are 
unusually bad for primary operations. As I 
pointed out in my discussion, it is the high 
incidence of complications after secondary 
operations that requires repeated emphasis 
and furnishes a strong argument against sur- 
gical treatment of recurrent hyperthyroidism. 


REFERENCE 
1. Jour, C.: Disease of the Thyroid Gland. London, England, 
Heinemann, 1932, pp. 592-593. 
Comment by Dr. VanderLaan: 


It is apparent that the source of statistics 
used has much to do with one’s conclusions 
concerning the choice of therapy in hyper- 
thyroidism. 

Dr. Keating and I agree that treatment with 


radioiodine offers the majority of patients 
either a fairly rapid response with a high in- 
cidence of hypothyroidism (30 per cent), or a 
rather slow response requiring several months 
for recovery but with a lower incidence of 
myxedema. Thus, for a considerable portion 
of the patients, the choice rests between fairly 
prolonged morbidity from either the disease 
or the treatment. One of the reasons for my 
believing that hypothyroidism is undesirable 
is that one-third of all patients with myxedema 
usually have been previously diagnosed cor- 
rectly and treated; they then discontinued 
treatment and failed to recognize the disease 
when it recurred. In this sense, it is a relapsing 
condition, entailing risk and suffering. The 
growing evidence about radiation and carci- 
nogenesis is a concern, even though it is still 
theoretical and has not been demonstrated in 
hyperthyroidism. Parenthetically, the dosages 
of radioiodine used in most scanning methods 
of diagnosis approach the range which is sus- 
pected of being carcinogenic for the thyroid 
gland. 

Dr. Patterson has presented lower figures 
than I have found for surgical complications. 
I cannot reconcile a high success rate for sur- 
gery with the large number of patients pre- 
senting postoperatively for treatment with 
radioiodine. 

Of course, it is easy to find reports indicat- 
ing that hyperthyroidism can only be con- 
trolled with antithyroid drugs. My experience 
over many years leads me to conclude that 
treatment with antithyroid drugs is the most 
satisfactory initial method of coping with hy- 
perthyroidism, regardless of the consistency 
or lumpiness of the thyroid gland. I also be- 
lieve that such treatment offers the quickest 
return to health, a reasonable rate of lasting 
remission when therapy is stopped, and by 
far the lowest morbidity. Only when the anti- 
thyroid drugs have had a thorough trial do I 
consider other methods of treatment. 
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CINE 


Hines, Illinois 


Case Report 


Dk. pavip FARNHAM (senior surgical resi- 
dent): A 37 year old Negro man entered 
Hines Veterans Administration Hospital be- 
cause of an acute abdominal condition. He had 
a long history of chronic genitourinary infec- 
tion and had been hospitalized several times. 

He had had two episodes of gonorrhea fol- 
lowed by urethral stricture and development 
of perineal fistulas. Repeated urethral dilata- 
tions were done. Four years later he was hos- 
pitalized because of a scrotal abscess. It was 
excised and drained, and cultures were posi- 
tive for Klebsiella. It was thought that the ab- 
scess followed inflammation of the right epi- 
didymis. After incision and drainage, a scrotal 
sinus developed which continued to drain for 
more than a year. Repeated studies of the ma- 
terial draining from the sinus were negative 
for tuberculosis. Because of the chronic infec- 
tion and draining sinus, epididymectomy was 
done. Five months later, vasectomy was done 
in a further effort to stop the chronic drain- 
age. At that time the patient also had pyuria, 
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CLINICOPATHOLOGIC 
CONFERENCE 


Report From Veterans Administration Hospital. 


the source of which was thought to be a chron- 
ic prostatitis. 

During this period the patient also com- 
plained of pain in the right shoulder, espe- 
cially on abduction of the arm. Right supra- 
spinatus tendinitis was diagnosed. Later, after 
electromyographic studies were done, the di- 
agnosis was reported as paralysis of the right 
axillary, right suprascapular and right radial 
branches to the long head of the triceps. The 
paralysis apparently was not ascribed to a defi- 
nite cause. 

The patient was hospitalized several more 
times because of the chronic genitourinary in- 
fection. We are not given the details, but it is 
stated specifically that he did not have respira- 
tory or gastrointestinal complaints. 

The acute abdominal condition that ac- 
counted for his recent admission to the hos- 
pital began abruptly about 60 hours earlier 
with pain in the right lower quadrant of the 
abdomen. It was described as dull, throbbing 
and continuous. It did not radiate, but move- 
ment of the right leg intensified it. The patient 
was in acute distress. He had not had nausea, 
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vomiting, anorexia or diarrhea, and evidently 
had not had chills or fever prior to this ad- 
mission. Bowel movements had been normal, 
and the patient stated that the pain had in- 
creased in severity since its onset two and a 
half days before. There was no history of 
weight loss. 

Temperature was 99.8° F., pulse was 72 
and regular, and blood pressure was 110/64. 
The abdomen was scaphoid and was not dis- 
tended, but a mass was visible in the right 
lower quadrant. Point tenderness was elicited 
in the center of the mass, described as being 
located at McBurney’s point. The liver and 
spleen were not enlarged and bowel sounds 
were normal. Rectal examination failed to 
demonstrate a mass or tenderness, and the 
stool was brown. There was no rectal bleed- 
ing. An area of scrotal induration was noted 
at the inferior pole of the right testicle, evi- 
dently a residual of the previous genitourinary 
infection. 

The red blood cell count and hemoglobin 
were essentially normal, but leukocytosis was 
present (15,000 white cells; 73 per cent neu- 
trophils and 22 per cent lymphocytes). The 
urinalysis revealed 20 white blood cells per 
high-power field and some red cells. Appar- 
ently the patient still had pyuria, evidence of 
the chronic urinary infection. Serologic tests 
were negative. A roentgenogram of the chest 
disclosed pleural thickening at the apexes. 

A diagnosis of acute appendicitis was made 
and the patient was taken to the operating 
room. A McBurney incision was made in the 
right lower abdominal quadrant. A tumor of 
the cecum was noted, and it was felt that re- 
section of the bowel was indicated. The por- 
tion of bowel removed included the terminal 
8 to 10 cm. of ileum and the cecum. The as- 
cending colon was transected about 5 cm. 
above the cecal lesion and an end to end ileo- 
colic anastomosis was accomplished. The tu- 
mor was described as involving the lateral and 
anterior walls of the cecum and almost com- 
pletely occluding the lumen of the appendix 
at its junction with the cecum. The appendix 
appeared inflamed and was distended with air. 
(It is apparent that the patient had some 
other condition as well as appendicitis, but 
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his symptoms may well have been due to actu- 
al inflammation of the appendix resulting from 
obstruction by the tumor.) The postoperative 
course was uneventful and the patient was dis- 
charged on the ninth day. 

Two weeks later he was readmitted to the 
hospital because of intermittent cramping 
periumbilical pain of three hours’ duration. 
The attacks of pain occurred every two or 
three minutes and lasted 10 to 15 seconds. 
The patient had vomited. He had a bowel 
movement just prior to admission, and the 
stool appeared normal. He had been passing 
flatus, and he described a chill at the onset of 
the abdominal pain. He also stated that he 
had been well during the preceding two weeks 
and that the present difficulty was only of very 
short duration. 

The patient was in acute distress. Tempera- 
ture was 100° F. The abdomen was not dis- 
tended or tender. Bowel sounds were hyper- 
active, with rush peristalsis. The pain increased 
steadily for several hours and the left lower 
abdominal quadrant became tender. Finally 
the bowel sounds became hypoactive. At that 
time a questionable small sigmoidal mass was 
palpated. Roentgenologic examination of the 
abdomen disclosed what was thought to be 
early paralytic ileus, but this diagnosis was 
made with some reservation in that the pic- 
ture might also be partial mechanical obstruc- 
tion. Certainly the cramping pain at onset 
would suggest partial obstruction. 

The patient was treated conservatively. Bow- 
el sounds returned in a few days and he passed 
gas and normal stools. Films made after ad- 
ministration of a barium enema did not show 
abnormalities of the ileocolic stoma. The pa- 
tient was discharged. 

RADIOLOGIST: An obstructive series made 
during the most recent hospitalization showed 
fluid levels in the small bowel. 


Differential Diagnosis 


DR. FARNHAM: There are essentially three 
disease processes in this patiént’s history which 
may or may not be related to the most recent 
illness. The first is the chronic genitourinary 
infection. Then there is the pain in the right 
shoulder, with paralysis of some of the nerves 
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to the brachial plexus. Finally there is the re- 
cent acute surgical condition of the abdomen. 
Two weeks after operation he had either a 
complication of the surgical procedure or pos- 
sibly a continuation of the primary disease 
process. 

The two episodes of gonorrhea followed by 
urethral strictures and perineal fistulas cer- 
tainly would be obvious causes of the epididy- 
mitis and subsequent scrotal abscess. However. 
because of the chronicity of the genital infec- 
tion we should also consider some other cause 
than nonspecific epididymitis or gonococcal 
epididymitis. 

It has been said that tuberculosis frequent- 
ly follows acute gonococcal epididymitis. Tu- 
berculous epididymitis may have a rather 
acute and fulminating onset because of the 
secondary bacterial invaders, and the tuber- 
culous origin may be missed, even when cul- 
tures are made. Rolnick has stated that scrotal 
fistulas are most often the result of tuber- 
culous epididymitis and that scrotal sinuses of 
more than a month’s duration probably are 
due to tuberculosis. We do not have the exact 
time relationships in this case, but the patient 
had the scrotal sinus for at least a year or a 
year and a half. Rolnick also stated that when 
epididymitis recurs after epididymectomy it 
probably is of tuberculous origin. Genital tu- 
berculosis always is secondary to tuberculosis 
elsewhere, although the primary lesion may 
be inactive at the time the genital involvement 
is noted. 

We are told specifically that the patient did 
not have respiratory complaints. There is no 
record in the protocol of tuberculin skin tests 
or of sputum or urine tests for acid-fast or- 
ganisms. However, we also are not given the 
report of either the epididymis or the vas 
deferens, which were removed surgically, so 
we probably should keep tuberculous epididy- 
mitis in mind. Apical pleural thickening was 
noted on a chest x-ray during the first of the 
two recent hospitalizations, so probably the 
first cause we should consider is tuberculosis, 
probably healed and inactive at present. 

The pain in the right shoulder with paraly- 
sis of the right axillary, right suprascapular 
and right radial branches to the long head of 
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the triceps is rather difficult to explain with- 
out a history of trauma. I cannot see how it 
is related to the acute abdominal pain. The 
affected nerves all originate from C; and Cg, 
and they are not the only nerves that arise 
there. The musculocutaneous nerve with in- 
nervation to the biceps evidently is not in- 
volved, and it is difficult to imagine either a 
systemic process or a tuberculous involvement 
of the cervical vertebrae or a neoplasm pro- 
ducing a lesion as specific as this. Most paraly- 
ses of axillary nerves are the result of trauma, 
such as fracture of the head of the humerus, 
subglenoid dislocations, direct trauma such as 
a stab wound, or something of that nature. 

The differential diagnosis concerns a lesion 
in the right lower quadrant of the abdomen. 
The operative report rules out a considerable 
number of these lesions, such as intussuscep- 
tion, volvulus, retroperitoneal lymphoma, sar- 
coma and appendiceal mucocele. I believe we 
have to accept the operative report as correct, 
that the patient did have a tumor or tumorlike 
mass of the cecum which occluded the lumen 
of the appendix. 

I think we should consider appendiceal ab- 
scess first, although the operative report seems 
to exclude it. The patient could have had a 
previous episode of appendicitis and perfora- 
tion, with formation of an abscess and a chron- 
ic granuloma that may have been mistaken 
for a tumor at operation. But, again, his his- 
tory does not include a previous acute ab- 
dominal episode, and this probably is not the 
diagnosis. 

Next we should consider carcinoma of the 
cecum. From the information we have, I do 
not believe we can rule it out. The patient is 
younger (37 years of age) than one would ex- 
pect in a case of carcinoma of the cecum and 
there is no history of weight loss, anorexia, 
malaise or other symptoms that we ascribe to 
carcinoma. However, if this were an early 
lesion these findings would not be necessary. 
The hemoglobin was 15 gm., and anemia is 
frequently associated with carcinoma of the 
cecum. The stool did not contain blood. I do 
not believe the patient had carcinoma of the 
cecum, although the surgeon may have thought 
so at the time of operation. Certainly the re- 
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section that was done would not be considered 
adequate for carcinoma of the cecum. The 
operative report describes the removal of 8 
to 10 cm. of ileum but only 5 cm. of the as- 
cending colon distal to the lesion. Possibly 
the surgeon had in mind doing a more radical 
resection later, but the patient was discharged 
nine days after operation; | think that essen- 
tially rules out carcinoma of the cecum in this 
instance. 

Many infectious lesions of the cecum are 
possibilities here. Granulomas may be associ- 
ated with amebiasis, tuberculosis, actinomyco- 
sis and other infectious conditions. Reports 
indicate that amebiasis is more common in 
the United States than most of us are willing 
to believe. Its incidence is estimated as 20 
per cent. Chronic granulomas due to amebia- 
sis reportedly appear most frequently in the 
cecum and the rectum. Their symptomatology 
varies from an absence of symptoms to the 
presence of diarrhea and blood, and if the 
lesion ulcerates there is mucus in the stool. 

Tuberculosis of the bowel produces two 
types of lesions, ulcerative and hypertrophic. 
The ulcerative lesions are more common, and 
85 per cent of them occur in the ileocecal area. 
They are seen almost entirely in association 
with active pulmonary tuberculosis. The ul- 
cerations usually are in the transverse direc- 
tion of the bowel or encircle the bowel, but in 
severe cases there is serosal involvement with 
small tubercles on the peritoneum and serosa, 
and adhesions and caseous nodes in the mesen- 
tery. From the operative description I do not 
think that ulcerative tuberculous lesions of the 
bowel were present in this case. 

Hypertrophic tuberculous lesions of the 
bowel, granulomas, are quite rare. One source 
described 208 cases in the literature and 
claimed that active pulmonary tuberculosis 
could not be demonstrated in 70 per cent. 
About 85 per cent of these lesions involve the 
cecum, and they usually are not apparent until 
they cause partial intestinal obstruction. In 
the majority of cases a mass is palpable in the 
right lower abdominal quadrant. However, 
many of the patients have a history of diar- 
rhea or mild dyspepsia. X-rays usually show a 
circumscribed defect in the cecal area. We do 
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not have the x-ray findings in this case prior 
to operation. 

Actinomycosis and blastomycosis have been 
described in this area of the intestine. Actino- 
mycosis of the bowel usually begins in the 
appendix or cecal area and produces a rather 
thickened bowel wall with small abscesses and 
development of cutaneous fistulas and dis- 
charge of the characteristic sulfur granules. 

A group of cecal tumors other than carci- 
noma deserve consideration. Carcinoid may 
occur in the cecum as well as in the appendix 
or elsewhere in the small bowel. It is described 
as having a characteristic yellowish appear- 
ance. Other tumors such as leiomyoma and 
lymphosarcoma occur in the ileocecal area but 
involve the cecum secondarily, and then there 
are the adenomas and papillomas. Again, based 
on the operative report, it is difficult to rule 
out these lesions. 

One more lesion I would like to discuss is 
cecal diverticulum. Very possibly it is the cor- 
rect diagnosis. According to figures based on 
x-ray evidence after administration of barium 
enemas, from 0.10 to 1.5 per cent of patients 
who have colonic diverticula also have cecal 
diverticula. These diverticula are of two types, 
the true or congenital type and the acquired 
type. True or congenital diverticula include 
all layers of the bowel in contrast to the type 
seen elsewhere in the bowel. The latter usually 
are acquired and their cause is not known. 
Possibly they are due to traction by adhesions 
when they occur in the cecal area, or to weak- 
ening of the bowel wall. Congenital diverticula 
usually involve the lateral side of the cecum. 
whereas many diverticula elsewhere in the 
bowel occur on the mesenteric side. These le- 
sions in the cecal area produce symptoms of 
acute appendicitis, but epigastric pain and 
vomiting are quite rare. Approximately 149 
cases of cecal diverticulum have been reported 
in the literature, and many more undoubtedly 
have not been reported. Among the reported 
cases a correct diagnosis was made preopera- 
tively in only 6 per cent, and all these patients 
had had appendectomy previously. 

Congenital diverticulum of the cecum is an 
interesting lesion in that right hemicolectomy 
was done in 20 per cent of the reported cases 
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because of a mistaken diagnosis of carcinoma 
o! the cecum. In the case described in this 
report it would be a perforation with chronic 
inflammation and again the inflammatory 
granulomatous lesion, which is erroneously 
identified as carcinoma. 

Two weeks after the small resection of the 
ileocecal area with removal of the tumor, the 
patient was readmitted because of what ap- 
peared clinically to be a bowel obstruction or 
at least a partial bowel obstruction; the fluid 
levels seen on the x-rays would be consistent 
with that diagnosis. The first thing that comes 
to mind is some complication of the surgical 
procedure, probably an adhesive band. The 
interval between operation and the second ad- 
mission to the hospital (23 days) probably 
rules out an anastomotic leak. However, the 
symptoms might also represent a continuation 
of the primary disease process. If it were a 
diverticulum, this might be one of the cases in 
which diverticulosis involves the remainder of 
the colon, with recurrent diverticulitis; how- 
ever, the barium enema study did not indicate 
this. The diagnosis of diverticulum would go 
along with the questionable palpable mass in 
the left lower quadrant described as a sig- 
moidal mass. I presume that if the patient had 
amebiasis or tuberculosis his symptoms might 
also be due to reactivation of infection. 

If we were to pick a diagnosis that relates 
the recent hospitalizations with the past his- 
tory and if we were to consider tuberculous 
epididymitis, certainly we should consider a 
diagnosis of hypertrophic tuberculosis of the 
cecum. However, the patient was discharged 
nine days after operation. I believe he would 
have been given antituberculosis therapy even 
with the removal of the chronic granuloma. 
and so I do not think that is the diagnosis. | 
am going to suggest that he had a cecal diver- 
ticulum with chronic granuloma formation 
that occluded the appendix, that the occlu- 
sion gave rise to the symptoms, and that at 
operation the lesion was confused with malig- 
nant disease of the cecum. 


Pathologic Report 
DR. LEONARD HURLEY (pathologist): Con- 


cerning the genitourinary involvement we have 
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the epididymis and the vas deferens with sinus 
tracts. These showed nonspecific inflamma- 
tion and some foreign-body reaction but no 
tuberculosis. 

The shoulder problem remains unsolved. 
The opinion was expressed that it may have 
been secondary to multiple injections in the 
arm, but the multiple nerve involvement ren- 
ders intramuscular injections an unlikely 
cause. 

The surgical specimen of the bowel resec- 
tion consisted of terminal ileum, cecum and 
vermiform appendix. The specimen had been 
opened and sectioned before we obtained it. 
A mass measuring 7 by 6 by 4 cm. involved 
the lateral surface of the cecum at the level of 
the ileocecal valve. The mucosa was intact 
over the cecum. Cut section revealed an ab- 
scess cavity filled with a firm fecalith 2 cm. in 
diameter, and a surrounding zone of hemor- 
rhage extended to the serosal coat. The lumen 
of the appendix was largely obliterated by 
edematous mucosa. Cut section of the appen- 
dix revealed a normal appearance with some 
marked injection of the subserosal vessels and 
a finely granular fibrin deposit over the serosal 
surface. 

Figure 1 is a photograph of the gross speci- 
men of the cecal area, sectioned transversely. 
The diverticulous tract extends down to a 
large stony fecalith. The serosal aspect is about 
1 mm. thick with a surrounding zone of necro- 


FIGURE 1. Opened diverticulum. Fecalith in the lumen, 
with ulceration, abscess formation, and near perforation. 
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FIGURE 2. Macrophotograph showing fecalith in the up- 
per right-hand corner, almost perforating through the se- 
rosa. Necrosis and abscess formation in the diverticulum. 


sis, some purulent material, and mild hemor- 
rhage. This was very firm, and white and yel- 
low in color. 

Figure 2 is a macrophotograph demonstrat- 
ing an area of cecal mucosal surface. The 
diverticulous tract, with mucosa intact, ex- 
tends down to a point where it has been re- 
placed by inflammatory reaction. Study of a 
number of sections showed the muscular coats 
apparently going down with the mucosa to 


FIGURE 3. Cross section of appendix shows periappendi- 
citis but little or no reaction in the appendiceal lumen. 
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form a true or congenital type of diverticulum. 
The fecalith, with surrounding acute inflam- 
mation, nearly perforates the serosa. 

A section through the vermiform appendix 
(figure 3) shows marked follicular hyper- 
plasia with heavy zones of lymphocytes but 
no real inflammatory reaction through the mu- 
cosa or submucosa. The main reaction is on 
the serosal aspect, which showed acute peri- 
appendicitis. 

I believe we can demonstrate that the patho- 
genesis is the same as in acute appendicitis 
with obstruction. A fecalith in the lumen, ac- 
companied by spasm of the muscles surround- 
ing the congenital diverticulum, resulted in 
congestion and edema with increased obstruc- 
tion and greater intraluminal pressure. Hemor- 
rhage and gangrene followed, and later bac- 
terial invasion and suppuration. Finally an 
abscess formed and perforation was imminent. 


Discussion 


DR. CHARLES PUESTOW (chief, surgical serv- 
ice): This is an interesting case and a good 
one for discussion. Many types of lesions de- 
velop in the cecum and their diagnosis is diff- 
cult because the symptomatology does not de- 
pend as much on the histologic features of the 
lesion as it does on disturbances of function. 
If the lesion is inflammatory the patient will 
have pain, tenderness and perhaps leukocyto- 
sis, but the inflammation may be due to many 
different causes. If the lesion interferes with 
passage of intestinal contents, obstructive 
symptoms appear, but again a great many dif- 
ferent lesions can produce that picture. If the 
lesion is large enough, a mass is palpable, but 
that also can have many origins. 

Dr. Farnham presented an excellent discus- 
sion of the case. The history did not provide 
all the information we would like to have. The 
possibility of tuberculosis was well discussed. 
There were three lesions that could have been 
due to tuberculosis, namely, apical lung le- 
sions, a cecal lesion, and perineal and scrotal 
fistulas; few other conditions could produce 
three such lesions. We always try, in making 
a diagnosis, to see if multiple complaints can- 
not be ascribed to a single etiologic factor. 

My professor of obstetrics used to talk about 
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the 21 causes of right-sided pain in women, 
and this only emphasizes the great variety of 
lesions that might be present in the right side 
and in the right lower quadrant. Because ap- 
pendicitis is so common, we tend to disregard 
the possibility of other conditions when we 
encounter an inflammatory mass in the right 
side. Before I discuss the treatment in this 
case, | would like to review some of the lesions 
that could produce a similar story. 

We recently analyzed a group of unusual 
lesions of the cecum. They were divided into 
four categories: inflammatory lesions, granu- 
lomatous lesions, benign tumors and congeni- 
tal anomalies. The inflammatory lesions were 
of both specific and nonspecific etiology. The 
granulomatous lesions were due to various 
causes including tuberculosis, amebiasis and 
talc, and there were nonspecific granulomas 
associated with intussusception of the appen- 
dix into the cecum. Benign tumors included 
carcinoids, leiomyomas and papillomas. Con- 
genital anomalies consisted of the abnormali- 
ties of position and of structure. Among the 
latter there were 10 solitary diverticula of the 
cecum. Four had perforated and the other six 
had inflammatory changes. 

Another lesion which produces similar symp- 
toms and which Dr. Farnham mentioned is 
carcinoma of the cecum. Not long ago Patter- 
son reported 17 cases collected at the Roose- 
velt Hospital in New York. Unfortunately the 
diagnosis often is not made until operation, 
and adequate operation carries a great risk. 
The mortality rate is high and the five year 
survival rate is low because most cases re- 
quire multiple-stage procedures. 

Dr. Farnham’s correct diagnosis of a diver- 
ticulum of the cecum, I think, resulted from a 
good deal of thought and study. I was told the 
diagnosis, but Dr. Farnham was not, and he 
should be commended for that. Diverticula of 


January 1958 


the cecum usually are solitary but may be mul- 
tiple. They are not too uncommon. Anderson 
at the Mayo Clinic collected 99 cases, in 53 
of which simple excision was done and in 18 
right colectomy. The mortality rate for simple 
excision was 4 per cent, and for right colec- 
tomy 11 per cent. If one does not consider 
this lesion as well as others, he is likely to 
operate in too much haste without adequate 
preparation and may not be able to do a com- 
plete surgical procedure, and the mortality 
rate may be high. 

In the case described, the patient was ad- 
mitted to the hospital 60 hours after onset of 
symptoms. A palpable mass in the right lower 
quadrant was also visible, yet the abdomen 
was scaphoid, peristalsis was normal, there 
was no evidence of peritonitis; he had a well- 
localized lesion. Operation was done immedi- 
ately, and the right colon was resected. This 
was done without adequate preparation of 
the bowel. Fortunately the surgeon “got by” 
with it, but he almost did not, and the patient 
returned because of symptoms of partial ob- 
struction; fortunately again they resolved 
themselves. 

When a patient has a palpable, well-local- 
ized mass that we think is an appendiceal ab- 
scess, I think it is safer to observe him for a 
time, hoping it will subside and that a more 
definitive surgical procedure can be done later. 
This also permits time to prepare the bowel 
properly, so that if you are going to do a re- 
section the bowel will be sterilized and emp- 
tied, if possible, and the patient will be in bet- 
ter condition. I think most surgeons feel that 
appendiceal abscesses that are well walled off 
usually will respond to conservative manage- 
ment and that an elective appendectomy can 
be performed later. At the same time, if the 
lesion is due to something else the patient can 
be properly prepared for operation. 
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Medical Progress 1957 


MORRIS FISHBEIN* 


Chicago 


Tue relationship of cholesterol to high blood 
pressure and coronary thrombosis, continued 
research on antibiotics, the invasion of Asian 
influenza, the development of new drugs and 
new uses for old drugs, surgery of the heart. 
and the increasing importance of accidents 
as a cause of death were major subjects for 
medical interest during 1957. Heart disease, 
brain hemorrhage with high blood pressure, 
cancer and accidents are now the leading 
causes of death. 

Physicians still find it difficult to diagnose 
hardening of the arteries, to determine the 
extent to which this has involved the blood 
vessels, and to predict when complications 
such as coronary thrombosis may occur. Her- 
alded as diagnostic, recent studies show that 
measurement of cholesterol or of molecules 
in the blood called lipoprotein molecules has 
not been sufficiently diagnostic to predict 
which people will develop hardening of the 
arteries or coronary heart disease. The Na- 
tional Advisory Heart Council organized a 
cooperative study among four laboratories 
widely separated in the United States which 
agreed to pool their studies of lipoproteins 
and cholesterol in the blood using a standard- 
ized method in a large group of people. The 
statistics were correlated in the National 


*Professor of Medicine, University of Illinois College of Medicine, 
Chicago, Illinois; Contributing Editor, Postcrapvate Menicine, Medi- 
cal Editor, Britannica Book of the Year. 
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Heart Institute. Moreover, the American 
Heart Association in cooperation with the 
American Society for the Study of Arterio- 
sclerosis investigated the necessity for re- 
ducing fats in the diet in connection with 
hardening of the arteries and coronary throm- 
bosis. The conclusion derived from these 
studies is that elevation of blood lipids pre- 
cedes clinical coronary disease and predicts 
it, rather than being a metabolic result of 
coronary disease. Atherosclerosis as mani- 
fested by definite evidence of coronary disease 
was associated with an antecedent elevation 
of the serum lipoproteins and of the serum 
cholesterol but these elevations were not use- 
ful in predicting the people in whom coronary 
heart disease would develop. 

The existing evidence does not justify dras- 
tic changes in the amount or type of fats eaten 
by the general public on the premise that 
heart disease will be thereby prevented. How- 
ever, an immediate and comprehensive investi- 
gation of diet as one factor in the develop- 
ment of atherosclerosis or hardening of the 
arteries is justified. 

Investigators at the Cleveland Veterans Ad- 
ministration Hospital isolated from the blood 
a substance called hypertensin which can 
bring about constriction of the walls of the 
blood vessels and thus produce high blood 
pressure. The substance is present in exceed- 
ingly tiny amounts. From three tons of blood 
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taken from horses, 0.5 gm. of pure hyper- 
tensin was extracted; yet this amount would 
be sufficient to increase tremendously the 
biood pressure of 166,000 people. Apparently 
renin derived from the kidney acts on another 
material in the blood to produce hypertensin. 

Blocking of the coronary arteries continues 
to be a leading cause of death among certain 
age groups. Several operations have been de- 
veloped designed to improve circulation in 
the muscles of the heart after the blood supply 
has been blocked by coronary thrombosis. One 
procedure involves opening the sac which sur- 
rounds the heart and roughening the tissues 
of the heart and the inner lining of the sac so 
that adhesions develop which produce _in- 
creased circulation. Powder is sometimes used 
to encourage the development of adhesions. 

Several operations on the heart have been 
proposed. In one a portion of the muscles 
between the ribs is lifted from its bed and 
placed in a tunnel which is cut into the heart 
muscle. The blood vessel network of the 
muscles between the ribs then helps to make 
up for the narrowing of the coronary blood 
vessels. 

In another operation the mammary artery 
is relocated to bring blood to the heart muscle. 
This operation has been used on 85 patients 
and the investigators report that more than 
three-fourths were sufficiently improved to go 
back to work. 

In still another clinic an artery from an- 
other part of the chest is stitched into the 
affected coronary artery at a point beyond 
the obstruction. 

Among other methods advocated in coro- 
nary thrombosis was denervation of the heart 
to control pain. Such denervation could be 
accomplished by chemical blocking or by 
surgical section. Investigators pointed out that 
surgery at best is palliative. It cannot stop 
the blocking process or restore degenerated 
heart muscle. All surgical methods in the 
treatment of coronary heart disease may be 
considered as still in an experimental stage. 

Experimentally in animals an entire heart 
has been transplanted from one animal to 
another. In Italy the internal mammary ar- 
teries have been tied off so that the total 
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blood flow of the vessels is directed to the 
blood vessels going to the heart. Thus exten- 
sive experimentation is likely to yield in the 
not too distant future surgical methods that 
will be distinctly helpful in meeting this haz- 
ard to life. 

Extensive surgery on the heart is now pos- 
sible, using a variety of devices, such as heart- 
lung machines, to help the circulation during 
the time of the procedure. Furthermore, re- 
frigerated sleep or hypothermia sustains the 
work of the heart by lowering the body tem- 
perature 12 degrees below normal. Modern 
knowledge of drugs useful in stimulating the 
heart and electric pacemakers have been espe- 
cially valuable in restoring the heart function 
after surgical procedures. 

Several drugs, in addition to those already 
widely used, have been developed and found 
especially useful in hypertension, such as res- 
erpine, Veratrum, drugs which block the ac- 
tion of the ganglions carrying stimuli from 
the sympathetic nervous system, and drugs 
which dilate the blood vessels. The physician 
obviously selects the drugs to be used ac- 
cording to the factors involved in causing the 
hypertension. 

In the diagnosis of congenital heart condi- 
tions such technics are involved as catheteriza- 
tion of the heart and the injection of indi- 
cator dyes into the heart. For this purpose a 
technic, originated in England, called trans- 
bronchial puncture, is used to inject the dye 
into the left side of the heart. 

Antibiotics 

Continued interest in the development of 
new antibiotics has yielded a number of prod- 
ucts with interesting effects. A conference on 
antibiotics indicated that as many as 20,000 
different substances are now under investiga- 
tion, but the screening process can hardly 
yield more than a score which will have im- 
mediate application. Among others now under- 
going study are amphomycin, amphotericin, 
miamycin, pulvomycin, streptovaricin and 
vancomycin, all developed from various spe- 
cies of Streptomyces and reputedly effective 
against such organisms as the trypanosomes, 
Monilia and a variety of bacterial organisms. 
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The new chemical preparations of special 
interest are chlorothiazide which is useful in 
hypertension, biallylamicol which is being 
vaunted for amebic dysentery, a new urea 
compound, diphenyl carbamyl chloride, which 
is said to be useful in animal experiments 
with influenza, a compound tentatively called 
DON which interferes with the formation of 
nucleic acid and thus may have virtues in 
controlling the growth of tumors, hexetidine 
which is a pyrimidine reportedly useful as 
an antimicrobic agent, and various products 
like tolbutamide which may substitute oral 
preparations for injected insulin. 

Chlorothiazide depletes the salt of the body. 
The drug was used in 88 patients. In 15 cases 
chlorothiazide was the only drug used; in 73 
it was prescribed in addition to other anti- 
hypertensive drugs. The drop in blood pres- 
sure with chlorothiazide alone averaged 16 
per cent. Among those taking the combined 
treatment, the drop averaged 27 per cent. 

Severe reactions to penicillin are becoming 
more freqeunt. An enzyme, penicillinase, has 
been found capable of counteracting penicillin 
reactions rapidly and efficiently. The sugges- 
tion has been made that penicillinase be on 
hand wherever penicillin is used so that it 
may be injected immediately to prevent deaths 
from anaphylaxis. 

A new form of CHLOROMYCETIN® or chlo- 
ramphenicol has been developed known as 
chloromycin monosuccinate. The product is 
soluble so that it may be used intramuscularly 
or intravenously. Research scientists in the 
Children’s Hospital in Washington studied its 
use in 80 cases involving children and found 
it superior to any existing injectable type of 
broad-spectrum antibiotic. Other physicians 
reported that it was safe and effective when 
used in aerosols in respiratory illnesses. 


Asian Influenza 


In April 1957 a new form of influenza, 
apparently originating in North China, spread 
rapidly through Hong Kong affecting about 
250,000 people. Similar outbreaks were re- 
ported in other Oriental countries. Then came 
Australia and during the remainder of the 
year the epidemic began to appear through- 
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out the world. Through the work of the World 
Health Organization, which supports influ- 
enza detection centers in many areas, mate- 
rial was flown from Hong Kong to centers in 
Manila and in London where the virus was 
isolated as a variant of influenza virus type A. 
The virus was first isolated in Peking in March 
1957. The viruses, established from studies 
of throat washings of cases of influenza, in- 
clude A, B, and a possible C with hundreds 
of variants of each type. The vaccines used 
in the United States previously were based on 
types A and B, most frequently associated 
with outbreaks in this country. Samples of 
the new influenza virus were provided to 
manufacturers of vaccines in the United States 
by the U. S. Public Health Service. At least 
six manufacturers had developed virus vac- 
cine laboratories for the manufacture of polio- 
myelitis vaccine and these were, therefore, 
readily available for the much easier manufac- 
ture of influenza vaccine. Millions of doses of 
the new vaccine were promptly made available. 
Various special scientific advisory groups of 
medical, public health and pediatric organiza- 
tions developed the desirable dosages. Fortu- 
nately the death rates have been very low. 

In November the Food and Drug Adminis- 
tration and the Federal Trade Commission 
issued a joint statement to the effect that no 
specific drug, except for the preventive vac- 
cine, had been established as specific in pre- 
vention or treatment of influenza, although 
many preparations were known to be useful 
in controlling the symptoms of discomfort. 
The antibiotics were specifically valuable in 
preventing and treating complicating infec- 
tions according to the bacterial organisms in- 
volved unless organisms were concerned that 
had developed resistance to certain antibiotics. 


Accidents 


Accidents now constitute 7 per cert of the 
occupancy of beds in American hospitals. 
Almost 100,000 people die of injuries sus- 
tained in accidents in one year in the United 
States. Continuous campaigns in industry have 
resulted in decreases in the death toll of work- 
ers from accidents. The rate fell from 19,000 
in 1928 to 14,300 in 1956. The peak rate— 
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43 per 100,000 workers in 1937—declined 
to 23 per 100,000 in 1956. Other accidental 
deaths include approximately 4000 from 
drowning. The railroads reported 0.20 deaths 
per 100 million passenger miles; the sched- 
uled airlines 0.62 per 100 million passenger 
miles. Accidents in the home are considerable 
and about half of them result from falls pri- 
marily to people over 65 years of age. During 
the winter months deaths from carbon mon- 
oxide poisoning by illuminating gas and gas 
from motor exhausts reach nearly 1000. 

Extensive campaigns to increase the safety 
of motor cars involve the use of safety belts, 
doors that remain closed under impact, flexi- 
ble steering wheels, and dashboards without 
protrusions and covered with shock-absorbing 
material. The greatest single cause of death 
in traffic accidents has been shown to be 
ejection of passengers from the vehicle. 

About one-fourth of all blood in blood 
banks is used for traffic injuries. A study 
made in New York by the U. S. Public Health 
Service cooperating with the New York State 
Department of Health showed that men aged 
29 to 59 have lower accident rates than men 
of other ages. Twice as many men as women 
drive cars. Women as a rule drive at lower 
speeds than men, except men more than 65 
years of age. 


Cancer 


In Denmark Dr. Johannes Clemmesen and 
his associates of the Danish Cancer Registry 
demonstrated an increase in incidence among 
men in Copenhagen of papillomas and cancers 
of the urinary bladder. A similar pattern has 
been shown in the United States, Australia, 
Canada, England and Wales, Italy, the Nether- 
lands and Scotland. Lower rates were ob- 
served in Japan, New Zealand, Norway and 
Spain. The increase was greater among men 
in cities than in rural areas. The increase was 
not observed among women. This parallels 
the increase in cancer of the lung which has 
been observed in the last 20 years. 

The subject of cancer of the lung in rela- 
tionship to cigarette smoking remains contro- 
versial. The general impression supported by 
evidence from many areas indicates that fac- 
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tors other than cigarette smoking are con- 
cerned, including the glandular constitution 
of the person involved, the total amount and 
duration of the smoking, and exposure to 
other irritants such as carcinogens from in- 
dustrial smoke. The use of filtered cigarettes 
has been recommended as a means of lower- 
ing the total amount of exposure. Several in- 
vestigations have exposed wide variations in 
the efficiency of the filters in cigarettes. 

The National Cancer Institute has had great 
success with early detection of cancer of the 
uterus, using an electronic scanning device 
for the examination of cells taken from the 
suspected tissue. In Memphis 108,000 women 
were examined among whom were found 800 
cases of uterine cancer. Most of these were 
wholly unsuspected and were in an early stage, 
which is practically 100 per cent curable 
through modern methods of treatment. 

Approximately 35,000 different chemical 
substances and compounds were tested for 
their activity against cancer in animals in 
1957. The method is known as screening. 
Among the agents found to inhibit the growth 
of cancer were hormones such as estrogen, 
testosterone, ACTH and cortisone. Among the 
drugs were radioactive phosphorus and iodine, 
urethan, the nitrogen mustards, 6-mercapto- 
purine and azarin. Choriocarcinoma has been 
treated apparently with success by the use of 
a product called methotrexate. The drug was 
given until adverse effects were seen in normal 
cells; then, after a rest period, the drug was 
given again. 


New Drugs 


A long-acting sulfonamide drug called 
KYNEX® has been found effective in the treat- 
ment of a variety of infections with the ad- 
vantage that it is retained longer in the body 
than other sulfonamides. The product was con- 
sidered especially valuable in the routine pre- 
vention of attacks of rheumatic fever. The 
drug has also been used in pneumonia, in- 
fections of the kidney, and in a variety of 
infections attacking the respiratory system. 

A new chemical called PRELUDIN® joins 
drugs like BENZEDRINE®, amphetamine, 
ADRENALIN® and ephedrine—drugs called ex- 
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citants—in acting against fatigue and increas- 
ing vital energy and performance. The drug 
has been used especially in narcolepsy and in 
mental depression. Noticeable reduction of 
appetite has been observed following the use 
of Preludin, but not in cases of obesity with 
a psychic basis. 

New tranquilizing drugs continue to be 
developed, varying slightly in their chemistry 
from others previously available. The mecha- 
nism of action of the tranquilizers has not 
been definitely determined. Some of those 
now under experimentation are synthetic de- 
rivatives of adrenergic blocking agents. 

A psychopharmacology service center was 
developed in the National Institute of Mental 
Health in collaboration with the American 
Psychiatric Association. A special committee 
was organized to evaluate drugs now used in 
psychiatry as to toxicity and usefulness. 

Several hormone preparations, of the type 
of the progesterones, have been developed 
which are of value in the control of ovulation. 
Of these the one most completely tested was 
ENOVID®. An injectable hormone, DELALUTIN®, 
has been developed to aid in controlling ovula- 
tion and has been used in the prevention of 
miscarriages and abortion. The drug was tried 
on 83 women who in 353 earlier pregnancies 
had delivered only 45 live infants. These 83 
women, all of whom had earlier had at least 
three consecutive miscarriages, produced 56 
living babies from 83 pregnancies when treat- 
ed with Delalutin. Another new hormone, Nor- 
LUTIN®, closely related to progesterone can 
postpone menstruation for as long as the pa- 
tient’s physician deems necessary. The drug 
is not effective after ovulation has occurred. 

Various compounds of unsaturated fatty 
acids were being investigated as substitutes 
for saturated fats in reducing the amount of 
cholesterol in the blood. 

Continued use of poliomyelitis vaccine 
seems to be associated with a dramatic de- 
crease of 80 per cent in paralytic poliomyelitis 
in the United States during 1956-1957. Up 
to October 1957 there had been 1,576 paraly- 
tic cases compared with 7,886 for a similar 
period in 1955 and 5,241 in 1956. 

A quinine derivative called chloroquine, 
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developed for use principally in malaria and 
marketed under the trade name of ARALEN®, 
has been found useful in the treatment of 
rheumatoid arthritis. 

Attention has also been directed to a new 
hormone from the adrenal cortex called MeEp.- 
ROL®, which similarly has been found useful 
in relieving swelling, tenderness and muscle 
spasm in rheumatoid arthritis without the 
side effects noted with other cortisone agents. 


Brain Research 


A Brain Research Foundation, established 
in recent years, is undertaking many research 
activities. A new foundation, the National 
Foundation for Neurologic Diseases, has come 
into being and special attention is being given 
to such disorders as multiple sclerosis, amyo- 
trophic lateral sclerosis, paralysis agitans, and 
other degenerative disorders of the brain and 
the nervous system. Efforts are being directed 
to new tests that will indicate chemical changes 
associated with disturbances of the brain. 
Studies are being made of hormone produc- 
tion and elimination in schizophrenia. The 
body’s production of corticosteroids has been 
found to go through abnormal alternating pe- 
riods of high and low production in this dis- 
ease. Investigators have found that the copper 
content in serum from. schizophrenic patients 
is abnormally high. Akerfeldt is endeavoring 
to perfect a test for schizophrenia based on 
this reaction. 

Serotonin, a chemical related to Adrenalin. 
is being linked with various brain disturb- 
ances. In one series of experiments ipronia- 
zide was used to inhibit the action in the brain 
chemically of monamine oxidase, which acts 
constantly in the body to destroy serotonin. 
Serotonin was shown to be able to effect block- 
ing or distortion of transmission of messages 
along nerve channels. The action of serotonin 
in inhibiting the transmission of nerve im- 
pulses can in turn be blocked by tranquilizers 
such as reserpine. 

Much study is being given to the hormones 
derived from the pituitary gland, including 
particularly the growth hormones and _ the 
melanocyte-stimulating hormones. Success in 
encouraging the growth of dwarfed children 
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is reported with new products derived from 
moukey and human pituitary, whereas most 
pituitary hormones have previously been de- 
rived from pork. Growth hormone from fish 
pituitaries was effective in fish but not in 
rats. Pituitary extracts from cattle were effec- 
tive in both fish and rats. 

Implantation of the middle lobe of the 
pituitary gland into frogs caused extensive 
pigmentation, whereas removal of the gland 
led to decolorization. Apparently the middle 
lobe of the pituitary gland also influences 
colorization of the retina and is no doubt con- 
cerned with colorization of the skin and hair. 


Diabetes 


Most recent discoveries in relation to dia- 
betes are new drugs called sulfonylureas which 
can be taken by mouth. Several new prepara- 
tions are in process of development which 
lack the toxicity of those previously announced 
for this purpose. One, called oriNASE®, is al- 
ready widely used in the treatment of diabetes 
in the United States, having been found espe- 
cially valuable in the middle-aged person 
rather than in the very old or the very young. 


BCG 


A special committee appointed by the U. S. 
Public Health Service under the chairman- 
ship of Dr. Esmond R. Long has analyzed the 
use of BCG, the vaccine against tuberculosis 
which has now been employed in many mil- 
lions of children throughout the world. The 
report recommends that this vaccine be used 
only in groups or communities where expo- 
sure to the disease is unusually high and where 
other means of control are inadequate. The 
use was also recommended to physicians and 
other medical personnel working in hospitals 
without adequate programs for the control of 
tuberculosis, in families in which one person 
with tuberculosis must remain at home, and 
in persons associated with institutions such 
as mental hospitals and prisons in which ex- 
posure is known to be high. 


Fire Ants 


An insect called the fire ant came to the 
United States during 1957 in the cargo of a 
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ship from South America. These insects were 
most numerous in the New Orleans area but 
have now been found in 10 southern states. 
Many people are unusually sensitive to the 
poison from this insect. The symptoms in- 
clude hives and dangerous swelling of the 
tongue and larynx, palpitation of the heart, 
and pains in the chest, back and legs. Imme- 
diate treatment is required, using large doses 
of such drugs as Adrenalin, antihistamines 
and cortisone. 


Radiation 


Increasing recognition of the hazards of 
radiation has stimulated warnings in the use 
of x-ray for the fitting of shoes as well as the 
routine use of radiation for such common pur- 
poses as are involved in care of the teeth and 
in pregnancy. As a result, physicians are being 
advised to provide radiation protection for 
personnel in contact with radiation devices 
similar to the protection utilized by radiolo- 
gists. Assessment of exposure is to be made 
from time to time. People who are to be ex- 
posed to x-ray are to be suitably protected 
and examinations discouraged with radiologic 
procedures which are unlikely to add signifi- 
cantly to the health and care of the person 
concerned. 


Insecticides 


The World Health Organization has found 
that insects in various portions of the world 
are developing resistance to such insecticides 
as ppT®, chlordane and other commonly used 
substances. In Egypt and Korea lice that are 
resistant to DDT have been found, also bed- 
bugs resistant to DDT in the Middle East 
and the Far East. The cockroach is now re- 
sistant to chlordane in many cities of the 
United States. The use of chlorinated hydro- 
carbons is no longer valuable against the 
housefly except in Japan, Korea, the United 
Kingdom and southern Germany. When re- 
sistance to DDT is discovered, a shift is made 
to pyrethrines for control. Apparently insects 
develop in their bodies a mechanism for de- 
toxifying the insecticide. In Java and Korea 
insecticides called BHC and dieldrin have 
been able to substitute for DDT. 
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ditortals 


NARCOTICS ADDICTION 
AMONG PHYSICIANS 


Mfosr physicians are acutely aware of the 
danger of narcotics addiction in the manage- 
ment of their patients, but they rarely recog- 
nize a similar hazard to themselves. Although 
the majority of actual psychopathic persons 
are eliminated from the medical profession 
long before they complete their training, it is 
within the realm of possibility for any physi- 
cian to become addicted to narcotic drugs. 
That this happens all too frequently is unfor- 
tunately true. 

Surveys have shown that of all professions, 
medicine has the greatest number of addicts 
to narcotics. In one study’ of addiction among 
persons in upper economic levels, there were 
40 physicians, six doctors’ wives, five nurses, 
two pharmacists, one dentist and one lawyer. 
A survey* conducted at the Lexington, Ken- 
tucky, federal hospital showed that about 50 
physicians are admitted there each year. This 
is only one hospital; there are many physi- 
cian addicts in private sanatoriums, and many 
more who are able to work despite their addic- 
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tion, and therefore can remain undetected. 

A typical instance of addiction by a physi- 
cian would probably involve a practitioner in 
a small community. He would have long hours, 
countless interruptions and great responsibili- 
ties. He may be troubled by personal prob- 
lems, foremost of which may be his wife’s un- 
happiness about feeling “neglected.” Then he 
begins to fear the long nights; sleep eludes 
him; the day’s work seems insurmountable. As 
an escape, he contemplates a “nightcap” be- 
fore retiring, but discards the idea because he 
fears his judgment may be impaired if he is 
called to see a patient, or he is deterred by 
concern that his patients may lose confidence 
in him if they detect liquor on his breath. 
Thus, he turns to the use of sedatives, but usu- 
ally to no avail. He feels disinclined or too 
busy to consult an internist or psychiatrist and 
he decides to try DEMEROL®, which seems 
to help. With this decision, the Rubicon is 
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crossed; the indications for an injection be- 
come increasingly trivial. Then follow the in- 
evitable lies, falsification of records, federal 
investigation—and discovery. Suspension of 
his license, divorce, loss of prestige and repu- 
tation, a voluntary trip to a “rest home” and 
economic disaster—all are aftermaths of his 
experience. This is the typical story; only the 
details differ with each case. 

The physician who is addicted to narcotic 
drugs differs somewhat from the general class 
of addicts. He differs in the material to which 
he is addicted (morphine and Demerol rather 
than heroin); in the age of onset of addiction 
(35 to 40 years of age versus 17 to 20 years): 
in the fact that his professional skills and ease 
of access to the drugs may enable him to sup- 
port his habit without resorting to crime; in 
his general educational background; and in 
his motivation for cure, which is usually con- 
siderably higher than that among teen-agers 
who often have no desire to give up the drugs 
which seem to satisfy their needs. 

From July 1, 1950 to September 30, 1953, 
there were 457 patients admitted to the Lex- 
ington hospital who were addicted to meperi- 
dine (Demerol).* Of these, 186 were in the 
medical or allied professions. This would sug- 
gest that this drug is a major source of trou- 
ble. Addiction to this particular drug may be 
caused by its presence in every physician’s 
bag or office, or perhaps by some doubt as to 
its power to cause addiction before depend- 
ency is established. Howe,* who has had some 
40 years’ experience in this field, decries this 
synthetic above all other narcotics. In most 
instances, the physician cannot continue his 
work after becoming addicted. His thinking 
becomes slower, his appearance slovenly, his 
demeanor careless. Such behavior is seen less 
frequently in those addicted to morphine. 
Heroin is used by the physician only after 
several relapses, when his license has been re- 
voked and Demerol and morphine are no 
longer accessible. At this point the patient is 
really not a physician any longer; he must ob- 
tain supplies in the same way as does any 
other addict—from the peddlers and pushers 
of the underworld. 

Because the physician has ready access to 
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drugs, federal, state and municipal agents usu- 
ally discover his addiction only after it is too 
late to effect an early cure at the incipiency of 
the habit. Only when it is apparent that or- 
ders for narcotics in a particular locality are 
increasing and that most of them are placed 
by one practitioner do authorities become 
aware that something is amiss. 

The management of such cases varies with 
different states. In New York, the authorities 
warn and watch the physician. His prescrip- 
tions are reported regularly to the bureau; if 
they approximate those of other physicians, 
the matter is dropped. If suspicion continues, 
the case is reported to the two assistant at- 
torneys general in the office of the State Board 
of Education. If, after a thorough study, ab- 
solute proof of the charges is found, action is 
taken through various subcommittees of the 
Medical Grievance Committee of the New 
York State Board of Regents. 

The practitioner’s license may then be sub- 
ject to revocation or suspension; however, the 
doctor may continue to practice until this ac- 
tion is taken. In some instances, the case is 
adjourned while the defendant attempts to 
work out a cure. In either case the physician 
will appear before the Committee regularly, 
with a medical witness who testifies as to his 
care and his abstinence from the drag. The 
physician may be relicensed after one year, at 
the discretion of the Regents. He is, however, 
always kept under close surveillance. About 
25 such cases are processed each month (in- 
cluding repeat visits). 

Unless a physician addicted to narcotics has 
committed some crime in order to obtain the 
price of a drug, he is rarely imprisoned. In- 
deed, it is one of the most unfortunate fea- 
tures of our system of control that these non- 
criminals are forced into antisocial behavior 
in order to support their habits. 

Colleagues who recognize the state of a 
physician so addicted should advise him to 
seek early admission to an appropriate insti- 
tution for treatment. If the physician cannot 
afford a private sanatorium, he can be admit- 
ted to a federal hospital where his particular 
talents may be used during the period of re- 
habilitation. If they have the facilities to do 
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so, state medical societies should help a physi- 
cian who may be in a situation of extreme 
economic duress. 

Although psychiatric care and tranquilizing 
drugs have been of little value in the care of 
the general population addicted to drugs, the 
addicted physician may be more amenable to 
such treatment. We should all cooperate to 
see that he receives such services either free 
or at reduced rates. The time involved may 
preclude free analysis, but the patient’s physi- 
cian should arrange such treatment as may 
be best suited to the particular requirements 
of the case. 

If legislators could realize that narcotic ad- 
diction is a symptom of a neuropathic disorder 
rather than a crime, much could be done to 
keep valuable members of society from ulti- 
mate degradation. Even if chronically addicted 
and denied his federal narcotics license, a 
physician can perform useful medical service 
in such fields as pathology, dermatology, an- 
esthesiology, physical medicine, medical ad- 
ministration, teaching, etc. In these areas of 
activity, without access to temptation, such a 
well-trained person should be able to perform 
his several functions perfectly. 

The opportunity of effecting a cure is often 
lost during the period of license suspension. 
Because the physician’s despair deepens when 
he can no longer support his family, the sur- 
cease from care engendered by the drug be- 
comes more attractive than ever. Again, he 
relapses. It would seem far better for the phy- 
sician and the community he serves if the 
state disciplinary bodies would permit him to 
practice under a parole system after rescind- 
ing his license. Such a plan would undoubted- 
ly offer greater possibilities for rehabilitation 
in the future. 

A discussion such as this might never be 
necessary if sufficient knowledge of this symp- 
tom complex were inculcated into each of us 
in medical school. If this were done, physi- 
cians should not and probably would not be- 
come addicted to narcotics. Frequent notices 
should appear in the state and national medi- 
cal journals. Physicians should consult their 
colleagues for all complaints, and should never 
attempt to treat themselves. We do not con- 
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done self-medication in our patients. Why 
should we do less for ourselves? 
HERBERT BERGER 
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MORTALITY RATES IN CANCER 
OF THE URINARY BLADDER 


Dr. Johannes Clemmesen and his associates':” 
of the Danish Cancer Registry have demon- 
strated an increase in incidence of papillomas 
and cancers of the urinary bladder among 
men in Copenhagen. More recently, they have 
compared the figures for Denmark with those 
of other countries. The results indicate that 
Australia, Canada, England and Wales, Italy, 
Netherlands, Scotland and, particularly, the 
United States have a pattern of increase simi- 
lar to that in Denmark. Japan, New Zealand, 
Norway and Spain show rates considerably 
lower than those in Denmark. 

Similar to the figures which show an in- 
crease in primary cancer of the lung, the 
Danish statistics indicate a steady increase in 
the number of cases of papillomas and cancers 
of the urinary bladder among men in the 
cities, with a much less pronounced increase 
in rural areas. However, throughout the cities, 
the provincial towns and the rural areas, there 
was an increase in cancer of the prostate. An 
increase in the incidence of tumors of the 
bladder was not observed among the women 
of Denmark. 

Obviously, many factors may be involved 
in these statistics, including, particularly, the 
great improvement in diagnosis in recent 
years. 

MORRIS FISHBEIN 
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SUSTAINED ACTION 


TRIPLE-LAYER TABLET 


Keeps patients asymptomatic and 
alert up to 12 hours with one tablet 


GROUP. HIGH POTENCY 
LOW SEDATION 
antihistamine 
aq 

® 


Brand of Isothipendyl hydrochloride 
4-mg. starter dose (rapid release for rapid, initial control) 
2-mg. booster dose (provides continuing therapeutic levels) 
— 6-mg. follow-up dose (slow release for sustained, prolonged relief) 


“Twelve hours was the duration of action [of one tablet] 
in over 90 per cent of a series of 125 patients treated with 


The Group 4 features of “THERUHISTIN”— high 

potency/low sedation — have been established in recent trials 
involving 602 patients.’ Effective results were obtained 

in 92 per cent of the cases and drowsiness was reported in only 
0.8 per cent—or only 1 out of every 100 patients. 
DNOSAGE.-“THERUHISTIN”-S.A.—1 tablet on arising; repeat every 


8-12 hours as necessary. SUPPLIED:“THERUHISTIN”-S.A. Tablets, 12 mg., 
bottles of 100 and 1,000. 


ALSO AVAILABLE: “THERUHISTIN” Tablets, 4 mg., bottles of 100 and 1,000. 
“THERUHISTIN” Syrup, 2 mg. per 5 cc. (tsp.), bottles of 16 fluidounces. 


> AYERST LABORATORIES New York, N.Y. - Montreal, Canada 


1. Spielman, A. D.: Personal communication. 2. New and Unused Therapeutics Committee, 
Am. Coll. Allergists: Interim Report at Thirteenth Annual Congress, Mar. 20-22, 1957, 
Chicago, Ill., Ann. Allergy, to be published. 5773 
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© LIQUID NITROGEN REFRIGERATOR 
(LNR-25B) 


DESCRIPTION: This portable unit has a double- 
walled jacket of Heliarc-welded stainless steel in- 
sulated by a Linde-developed vacuum-powder com- 
bination. The inner container is filled with liquid 
nitrogen having a temperature of -320°F. Acces- 
sory storage baskets filled with material for freez- 
ing or cold storage are lowered into the liquid 
nitrogen. Temperature remains constant as long 
as any quantity of liquid nitrogen is present. A 
single charge of liquid nitrogen will hold up to 
34 days. Unit weighs 115 lb. when fully charged 
(60 lb. empty) and is entirely independent of 
power sources. Model LNR-640B is designed to 
keep 17.5 cu. ft. of product at -320°F. for as long 
as 100 days on a single charge. 

PRODUCER: Linde Company, division of Union Car- 
bide Corporation, New York. 
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avmamentlanrium 


Information published in this department 
is supplied by the manufacturers of the 
products described. 


MEDROL® 


PURPOSE: Treatment of inflammation. 
COMPOSITION: 6-methy]-delta-1-hydrocortisone. 
INDICATIONS FOR USE: Rheumatic and allergic dis- 
eases, generalized dermatoses with an allergic 
component, acute ocular inflammatory disease, and 
other diseases responsive to the anti-inflammatory 
corticosteroids. 

DOSAGE AND ADMINISTRATION: Dosage should be 
adjusted to the individual. The daily dosage 
should be administered in four divided doses, 
preferably after meals and with a snack at bed- 
time. The initial dose level should be continued 
until a satisfactory clinical response is obtained. 
The daily dosage should be gradually reduced, 
either to termination of treatment or to a minimal 
effective maintenance level. 

HOW SUPPLIED: 4 mg. tablets in bottles of 30 and 
100. 

prRoDUCER: The Upjohn Company, Kalamazoo, 
Mich. 


® UROLOGIC SOLUTION G 


PURPOSE: To irrigate urinary tract. 
COMPOSITION: Citric acid, v.s.P. monohydrate, 
magnesium oxide (anhydrous) and sodium car- 
bonate (anhydrous), with a pH of 4.0. 
DESCRIPTION: Stable at room temperature, the 
compound need not be stored under refrigeration. 
INDICATIONS FOR USE: Calcified calculi within the 
urinary tract. 
caution: Not to be used parenterally. Since it is 
a conductive solution, it must not be used im the 
presence of electric instruments. 
HOW SUPPLIED: In 1000 cc. ABBO-LITER® containers. 
propucer: Abbott Laboratories, North Chicago. 
(Continued on page A-96) 
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When oral tetratyeline was administe 
to patients with various respiratory 
infections, including bronehial pneum 
lobar pneumonia, acute and ehroni¢ 4 
bronc hitis, asthmatic bronchitis, ~~ 

antibiotic effectiveness could be 
clearly demonstrated from somewhere x% 
between 64 per cent and 85 per cent of ty 
these cases. These figures include 10 cases of 
long-term therapy, in all of whom therapy 
was felt to be beneficial... . Evidence of toxicity, 
side reactions and allergic responses were 
gratifyingly milder and less frequent. .. 


POTENTIATED TETRACYCLINE CAPSULES 


oral tetracycline now activated for higher, 
faster blood levels 


Bottles of 16 and 100, each capsule containing 
potentiated tetracycline equivalent to 250 mg. of 
tetracycline hydrochloride. 

1. January, H. L.; White, C. S.; Stewart, D. B., and 


Massey, R. U.: Antibiotics Annual 1954-1955, New York, 
Medical Encyclopedia, Inc., 1955, p. 625. 


PFIZER LABORATORIES 
Division, Chas. Pfizer & Co., Inc. 
Brooklyn 6, N. Y. 


is an essential adjunct 


In Acne, Fostex Cream and Fostex Cake 


e degrease, peel and degerm the skin 

@ unblock pores... help remove blackheads 
e help prevent pustule formation 

© minimize spread of infection 


Fostex effectiveness is provided by Sebulytic® 
(sodium lauryl sulfoacetate, sodium alkyl aryl poly- 
ether sulfonate, sodium dioctyl sulfosuccinate) a new 
combination of surface active cleansing and wetting 
agents with remarkable antiseborrheic, keratolytic 
and antibacterial action, enhanced by sulfur 2%, 
salicylic acid 2% and hexachlorophene 1%. 


Fostex is easy to use. The patient stops using soap 
on acne skin and starts washing with Fostex. Effec- 
tive and well tolerated...assures patient acceptance 
and cooperation. 


of the skin in the initial phase of the treat- 
ment of acne, when maximum degreasing 
and peeling are desired. Also as a thera- 
peutic shampoo in dandruff and oily scalp. 


FOSTEX CAKE for maintenance therapy es 
to keep the skin dry and substantially free 


of comedones. in bar form 


FOSTEX CREAM for therapeutic washing Fou 


in 4.5 oz. jars 


WESTWOOD PHARMACEUTICALS 
Division of Foster-Milburn Co. 468 Dewitt Street 
Buffalo 13, New York 


© “GOLDEN GLOW” INFRARED HEAT LAMP 


DESCRIPTION: Featuring safety and ease of opera- 
tion, the lamp has a flat reflector plate incorpo- 
rated into the hood to give uniform treatment by 
preventing focusing and local concentration of 
heat. Quickly replaceable Chromalox all-metal 
burners are locked in place, and special bushing 
prevents a sudden drop of the telescoping shaft, 
even when the retaining knob is completely un- 
screwed. An extra-heavy cast iron base eliminates 
the danger of accidental tipping and a safety stop 
on the horizontal lamp support prevents tipping 
past the level position. The unit is equipped with 
large hand-fitting knobs and levers placed at the 
rear of the lamp away from the patient. It is 
finished in tan satin-crackle enamel with chrome 
shafts, white plastic knobs and anodized gold 
aluminum hoods. The lamps, approved by the 
Underwriters Laboratories, are available in 500, 
750 and 1000 W ratings. 

propuceR: The Birtcher Corporation, Los Angeles. 


© SOMATOVITE® 
(New Dosage Form) 


PURPOSE: To promote weight gain and correct 
faulty eating habits in hyperexcitable, underweight 
children. 

composition: A liquid formula containing thia- 
mine mononitrate, vitamin By and reserpine. 
DOSAGE AND ADMINISTRATION: 1] teaspoonful three 
times daily before meals. 

HOW SUPPLIED: In 12 fl. oz. bottles. 

PRODUCER: The Purdue Frederick Company, New 
York. 


ROMILAR® CF 
(New Dosage Form) 


DESCRIPTION: The cold formula is available in cap- 

sule form. Each capsule is equivalent to 1 tea- 

spoonful (5 cc.) of the syrup. 

DOSAGE AND ADMINISTRATION: Adults and _ chil- 

dren more than 12 years of age, 1 to 2 capsules 

every four hours; children 8 to 12 years of age, 

1 capsule every four hours. 

PRODUCER: Roche Laboratories, Nutley, N. J. 
(Continued on page A-98) 
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nurinary tract disturbances 
achieves the first objective 


of Phen ylazo-diamino-pyridine HCl) 


matter of minutes. 


ih PYRIDIUM, irritated urinary tissues are bathed in a continuous flow of analgesic fluid, keeping the | 
i it comfortable during diagnostic procedures and while maintaining therapy. The benefits of q . 
n py with PYRIDIUM include - gratifying relief in a matter of minutes—long before specific therapy, . 
tquired, can take effect - elimination of urinary retention due to pain spasm - local analgesia only 


plementary to any antibacterial of the physician’s choice — allows separate control of analgesic 


x 


i antibacterial therapy - simple, convenient dosage — just 2 tablets before meals for adults. 


WARNER-GHILCOTT 


100 YEARS OF SERVICE TO THE MEDICAL PROFESSION 


| 

| 

Ne. 
; 
| 
NE 
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© NONSPILL SAFETY BOTTLE 


DESCRIPTION: Designed to protect children from 
accidental poisoning, this bottle is so constructed 
that its contents cannot spill or pour even when 
it is turned upside down. A polyethylene check 
valve, attached to a stainless steel wire spring, 
lodges under the neck of the bottle; when the 
bottle is tilted the check valve is forced against 
the neck, preventing access to the medication. 
Contents are removed by a polyethylene dropper, 
calibrated to measure exact dosage. The check 
valve, pushed aside when the dropper is inserted, 
springs back into place when the dropper is with- 
drawn. 

PRODUCER: Johnson & Johnson, New Brunswick, 
WN. 3. 


SPONTIN® 


PURPOSE: Treatment of infections due to gram- 
positive bacteria. 

COMPOSITION: The lyophilized powder contains 
Ristocetins A and B isolated from the fermenta- 
tion beer of Nocardia lurida, a new species of 
Actinomycetes. 

INDICATIONS FOR USE: Staphylococcic, streptococ- 
cic, pneumococcic and enterococcic infections. 
CAUTION: The compound is irritating if deposited 
in extravascular tissues. Frequent white cell counts 
and periodic urinalyses should be performed dur- 
ing treatment. 

DOSAGE AND ADMINISTRATION: The drug must be 
administered by intravenous injection, and best 
results are obtained using the drip technic. The 
required dosage, determined by the sensitivity of 
the microorganism and the severity of the disease, 
is dissolved in 5 per cent dextrose in water and 
given in 30 to 40 minutes. 

HOW SUPPLIED: In vials representing 500 mg. of 
Ristocetin A activity. 

propucer: Abbott Laboratories, North Chicago. 
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© DIPAXIN® 


puRPOSE: For prophylaxis and treatment of blood 
clots. 

composition: 2-diphenylacetyl-1, 3-indandione, in 
1 mg. tablets. 

INDICATIONS FOR USE: Intravascular clots, pulmo- 
nary embolism, postoperative thrombophlebitis, re- 
current idiopathic thrombophlebitis, acute embolic 
and thrombotic occlusion of peripheral arteries. 
DOSAGE AND ADMINISTRATION: 3 to 5 mg. daily. 
HOW supPPLIED: Bottles of 100 tablets. 

PRODUCER: The Upjohn Company, Kalamazoo, 
Mich. 


DIGITATOR® 


PURPOSE: Hand 
exercise. 
DESCRIPTION : 
When this pure 
latex hand exer- 
ciser is squeezed, 
each of the three 
buttons will re- 
spond to varying 
hand pressure 
(10, 20 and 30 
Ib.) and offer the 
patient a goal 
toward which to 
work. 
INDICATIONS FOR 
usE: In cases of 
arthritis; hemi- 
plegia; tendon, 
plastic and 
neurosurgery ; 
burns; fractures, 
spastic paraplegia 
and poliomyelitis. 
PRODUCER: Digitator, Inc., Baltimore. 


@ TRICOFURON® VAGINAL SUPPOSITORIES 
AND POWDER 
(Improved Formula) 


PURPOSE: Topical treatment of trichomoniasis and 
vaginal moniliasis. 
COMPOSITION: Suppositories contain 0.25 per cent 
FUROXONE® (furazolidone) and 0.375 per cent 
MICOFUR® (nifuroxime) in a water-miscible base. 
Powder contains 0.1 per cent Furoxone and 0.525 
per cent Micofur in a powder base composed of 
dextrose, lactose, citric acid and cornstarch. 
CAUTION: Occasional local sensitivity or irritation 
may occur. 
HOW SUPPLIED: 2 gm. suppositories in boxes of 12: 
powder in 15 gm. plastic insufflator with three dis- 
posable tips and in 30 gm. bottles. 
propucER: Eaton Laboratories, Norwich, N.Y. 
(Continued on page A-100) 
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THE “WEIGH” OF ALL FLESH “ii 
the yatient who is all flesh and no 


helps the patient in spite of himself 


Syndrox has a way of putting “backbone” into the Then the euphoriant nature of Syndrox gives a 
obese patient. lighter, brighter look to life—toning down the 


First it curbs the desire for ite 3 so that a moderate psychic urge to over-indulge. 
meal satisfies. SYNDROX + TABLETS. ELIXIR 


INC. 
PHILADELPHIA 82, PA. 
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© PERITRATE® WITH PHENOBARBITAL 
(New Dosage Form) 


PURPOSE: To provide coronary vasodilatation and 
mild sedation. 

COMPOSITION: Each tablet contains 20 mg. of 
pentaerythritol tetranitrate (Peritrate) and 15 
mg. of phenobarbital. 

INDICATIONS FOR USE: Angina pectoris and post- 
coronary disease. 

HOW supPLIED: Bottles of 100 and 500. 
propucER: Warner-Chilcott Laboratories. Morris 


Plains, N. J. 

© DROPSPRIN 
© RADIANT-HEAT SCREEN 
PURPOSE: To reduce pain and fever. 

DESCRIPTION: This portable, three panel screen COMPOSITION: Aqueous suspension of salicylamide. 
; heater can be focused to warm only the object at HOW suPPLIED: In 1 oz. and 2 oz. bottles, each 
which it is directed, with little effect on general with an especially calibrated dropper to deliver 

room temperature. A thermostat limits the panel 0.5 or 1 ce. ; 

surface temperature to 150° F. Each panel is of propucer: Martin H. Smith Co., New York. 


laminated construction. When panels are shut or 
if the heater overturns, the unit turns off auto- 
matically. Behind the quilted vinyl surface of the 
screen is a printed heating element on MyLAaR® 


® SQUARE APPLICATORS 


film and insulation board, which directs all heat DESCRIPTION: Designed to pick up cotton readily 
rays through the front of the screen. The unit and to hold swabs securely in place, these appli- 
operates on standard 110 AC; it is 55 by 65 in. cators are strong and easily controlled. 
: and has 20 sq. ft. of radiant-heating area. propucER: Forster Mfg. Co., Inc., Farmington, 
- propucer: Arvin Industries, Inc., Columbus, Ind. Maine. 


For prevention and treatment of Mumps 
Small concentrated dosage 


1.5 ce. child size Antibody content: 
4.5 cc. adult size 165 mg. hyperimmune 


Intramuscularly gamma globulin per cc. 
MUMPS IMMUNE GLOBULIN 
(Human) 


Hyland Laboratories 

4501 Colorado Blvd., Los Angeles 39, Calif. 

252 Hawthorne Ave., Yonkers, N.Y. 

ALSO AVAILABLE: PERTUSSIS IMMUNE GLOBULIN, 16.5%; IMMUNE SERUM GLOBULIN, 16.5%; POLIO IMMUNE GLOBULIN 16.5%. 
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Remember the all-important 


“other half” 
of constipation... ( 


relieves and rehabilitates 


IDEAL ACTION 


De-constipant, yes — MODANE acts surely, gently, overnight, 
without irritation or griping, without affecting motor activity 

of the small bowel. And more ... MODANE favors restoration of 
peristaltic efficiency by assuring an adequate supply of panto- 
thenic acid to form the coenzyme essential to normal physiologic 
production of acetylcholine. 


IDEAL FORMS 


... to exactly suit the need, the patient, and condition. Each 
Modane Tablet Regular contains 75 mg. Danthron, 25mg. Calcium 
Pantothenate. Each Modane Tablet Mild and each teaspoonful 
Modane Liquid contain 37.5 mg. Danthron, 12.5 mg. Calcium 
Pantothenate. 


Dosage . . . One tablet, one teaspoonful, or a fractional 
teaspoonful after the evening meal. 


THE WARREN-TEED PRODUCTS COMPANY 
COLUMBUS 8, OHIO 
Dallas Chattanooga Los Angeles Portland 
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THE MEDICAL 


®> AN ATLAS OF CARDIAC SURGERY 


By Jorge A. Rodriguez, M.D., Assistant Profes- 
sor of Surgical Anatomy and Research Associ- 
ate, Department of Surgery, University of Missis- 
sippt School of Medicine, Jackson. 250 pages, 
illustrated. 1957, W. B. Saunders Company, 
Philadelphia and London. $18.00. 


In the preparatory work on this book, the 
author visited 24 surgical clinics which are head- 
ed by some of the most outstanding cardiovascu- 
lar surgeons of today. From his own personal 
observation, he made sketches of operative pro- 
cedures performed in each clinic. 

The first portion of the book is on the surgical 
anatomy of the heart and great vessels, and it 
emphasizes the various anatomic landmarks par- 
ticularly significant in surgical procedure. 

The second section of the atlas is on adjuvants 
to cardiac surgery. The various types of instru- 
ments developed for cardiac surgery are graphi- 
cally described. This is followed by a discussion 
on anesthesia in cardiac surgery, on hypother- 
mia, and by a description of three different types 
of pump oxygenators in current use. 

Explanations of actual surgical procedures are 
divided into three groups: (1) surgery of the 
great vessels, (2) surgery of the heart valves, 
and (3) a section covering pericardiectomy, re- 
vascularization of the heart, and cardiac arrest. 

This text represents the newest and most au- 
thoritative presentation of the current operative 
technics in management of congenital and ac- 
quired cardiovascular defects. Among its out- 
standing features are the clarity of presentation 
and the emphasis on practical technical details. 

Y. S. 
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MEDICAL WRITING 
The Technic and the Art 


By Morris Fishbein, M.D., formerly Editor, The 
Journal of the American Medical Association. 
Chicago. Ed. 3. 262 pages with 36 illustrations. 
1957, The Blakiston Division, McGraw-Hill Book 
Company, Inc., New York City. $7.00. 


More than 30 years ago, in The Journal of the 
American Medical Association, the remote pre- 
cursor of this influential work appeared serially. 
A medical writer who has followed its long evolu- 
tion probably will recognize, in one or more of 
its several editions, precepts and examples that 
formed his own habits of expression. And a medi- 
cal editor who rereads the book as often as he 
ought to will discover that his sensitiveness to 
certain misusages, which he thought had devel- 
oped out of his own perceptions, really originated 
with his first reading of one of the printings of 
this venerable manual. 

Many changes in successive editions of a stand- 
ard work on an ancient art are not to be ex- 
pected. Yet there are enough of them in the 
latest edition of this bible to be noteworthy. 

The new volume is about 30 pages shorter 
than its predecessor. In chapter 2, a quotation 
of Bett replaces one of Sedgwick. Moreover, 
paragraphs of Dunsany have been omitted and 
new paragraphs on gobbledygook in psychiatric 
writing have been added. The codes for headings 
and for Greek letters, as well as some rules for 
use of italics, have been dropped from chapter 4. 
Chapter 7 has been shortened and, from chapter 
10, material on endocrine and pharmacologic 
nomenclature has been deleted. The paragraph 

(Continued on page A-126) 
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minor 
chemical 
changes 

can mean 
major 
therapeutic 
improvements 


The most 
efficient of all 
anti-inflammatory 
steroids 


Supplied: Tablets of 4 mg., in bottles 
of 30, 100 and 500. 


TRADEMARK FOR METHYLPREDNISOLONE, UPJOHN 


January 1958 


e Lower dosage 


(% lower dosage 
than 
prednisolone) 


Better tolerated 


(less sodium 
retention, less 
gastric irritation) 


For 

complete information, consult 
your Upjohn representative, 

or write the Medical Department, 
The Upjohn Company, 
Kalamazoo, Michigan. 


Upjohn 
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on the “Index Medicus” has been omitted from 
chapter 11 and paragraphs on the “Current List 
of Medical Literature” have been supplied. More- 
over, material on the discontinued “Index-Cata- 
logue of the Library of the Surgeon General’s 
Office” has been shortened. Abbreviations of 
names of periodicals, now in one list, occupy 
about 25 pages fewer in chapter 18 than they 
filled in edition 2. 

All editions of this work have been written 
in the pleasing, unobtrusively skillful style that 
their author commands. With entire success he 
has accomplished the difficult blending of a guide 
for the medical writer and a style manual for 
the medical manuscript editor. The book long 
has been indispensable to writers and editors of 
material written for physicians; the present edi- 
tion sustains it in its position. 


> CLINICAL USE OF 
RADIOISOTOPES 
A Manual of Technique 


By Theodore Fields, F.A.C.R. (Associate), As- 
sistant Director, Radioisotope Service, Veterans 
Administration Hospital, Hines, Illinois, and 
Lindon Seed, M.D., Clinical Associate Professor 
of Surgery, University of Illinois College of 
Medicine, Chicago, with 17 contributors. 455 
pages, illustrated. 1957, The Year Book Publish- 
ers, Inc., Chicago. $9.50. 


As intimated by the title, this book is intended 
as a manual to aid the physician and hospital 
physicist in the practical application of radioiso- 
topes in diagnosis and therapy of diseases. 

The book is divided into four parts. In part 1 
clinical diagnostic tests in common use are dis- 
cussed; the thyroid tests, due to their greater 
practicality, take precedence over the others. Iso- 
tope dilution technics, tumor localization (brain 
and eye), cardiovascular studies and radioau- 
tography are also included in this section. 

Part 2 is limited to therapy ef nonmalignant 
and malignant diseases. Although its applica- 
tion in diseases of the thyroid is emphasized, 
the section includes therapy for diseases of the 
blood and intracavitary, prostatic and cardiac 
conditions. Beta-ray applicators using a stron- 
tium®” source are discussed. 

Parts 3 and 4 cover planning and operation of 
an isotope laboratory and radiation safety. 

For a concise and authoritative discussion of 
the most representative technics in the use of ra- 
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dioisotopes in diagnosis and therapy, this manual 
is highly recommended. Its references are of con- 
siderable value and its appendixes contain many 
practical facts. 


S. B. F. 


& ONE SURGEON’S PRACTICE 


By Frederick Christopher, M.D., Professor Emeri- 
tus of Surgery, Northwestern University Medical 
School, Chicago. 151 pages. 1957, W. B. Saun- 
ders Company, Philadelphia and London. $4.00. 


Recommended for the student and young phy- 
sician as well as for the doctor and layman who 
want interesting reading, this fascinating book 
presents the personal side of medicine as it is 
seen by the physician and by the patient. To il- 
lustrate his various points, the author relates 
many experiences in his own practice. He pre- 
sents his views regarding medical education and 
the training of the surgical specialist. Also dis- 
cussed are the problems encountered in the ethi- 
cal relationship of the surgeon with his associates 
and other members of the profession; the im- 
portance of surgical teaching and writing, as well 
as nonprofessional activities, and the imponder- 
able rewards of surgery. 

0. H. B. 


PROGRESS IN GYNECOLOGY 


Edited by Joe V. Meigs, M.D. and Somers H. 
Sturgis, M.D., Clinical Professors of Gynecology, 
Harvard Medical School, Boston. Vol. III. 780 
pages, illustrated. 1957, Grune & Stratton, Inc., 
New York and London. $15.50. 


Originally written as a refresher course in 
gynecology for physicians returning from serv- 
ice in World War II, this book justifiably has 
enjoyed increasing popularity. Some of the basic 
articles in the first two volumes have not been re- 
peated in the third volume. More emphasis is 
given current gynecologic concepts and recently 
acquired knowledge in the related basic sciences. 

Sixty-nine authors have contributed their 
knowledge and opinions, each in his own field of 
special interest. This book is highly recommended 
reading for those practicing gynecology as a spe- 
cialty or as part of their general practice. 

Cc. E. J. 
(Continued on page A-128) 
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Your modern cough prescription 
Expectorant action 
Antihistaminic action 
Sedative action 
Topical anesthetic action 


This advertisement con- 
forms to the Code for 
Advertising of the Physi- 
cians’ Council for Infor- 
mation on Child Health 


PHENERGAN 


EXPECTORANT Wijeth| 


Promethazine Expectorant 
With Codeine Plain (without Codeine) 
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THE SPECIALTIES IN 
GENERAL PRACTICE 


Edited by Russell L. Cecil, M.D., Professor 
Emeritus of Clinical Medicine, Cornell Univer- 
sity Medical College, New York City, and How- 
ard F. Conn, M.D., Fellow, Department of Physi- 
ology, Baylor University College of Medicine, 
Houston. Ed. 2. 780 pages, illustrated. 1957, W. 
B. Saunders Company, Philadelphia and London. 
$16.00. 


Fifteen well-known men, outstanding in their 
fields, have contributed to make this volume a 
helpful handbook for the busy physician. 

Brief and practical descriptions are given of 
the management of the less serious problems of 
the various fields. All of the major specialties 
are presented in a concise and complete manner. 
Thus, the book would be valuable not only to the 
general practitioner but also to the specialist 
who, at times, must delve into specialties other 
than his own. 

The many diagrams and illustrations, always 
an asset in such books, are clearly reproduced. 

I. P. F. 


PSYCHIATRY IN THEORY 
AND PRACTICE 


By Beulah Chamberlain Bosselman, M.D., Pro- 
fessor of Psychiatry, University of Illinois Col- 
lege of Medicine, Chicago. 150 pages. 1957, 
Charles C Thomas, Springfield, Illinois. $4.00. 


The material in this book is based on a series 
of lectures given to the first-year residents at the 
University of Illinois Neuropsychiatric Institute. 
It opens with a brief historical review of psychi- 
atric concepts from ancient times to the present. 
written in a relatively superficial but easily com- 
prehended manner. 

A well-written chapter deals with the vague 
category of deviations covered by the term “char- 
acter neurosis,” which includes the withdrawn, 
antisocial, masochistic and addictive character 
types. The neuroses are divided into two groups, 
somatic (anxiety states, hypochondriasis and con- 
version hysteria) and symbolic (anxiety hysteria 
[phobias] and obsessive-compulsive neuroses). 

The discussion on psychoses covers manic- 
depressive, involutional, schizophrenic and para- 
noid states, with a short chapter on organic 
brain syndromes. A concluding chapter, entitled 


“Psychiatry, science and the good life,” is an at- 
tempt to juggle adroitly the philosophies of psy- 
chiatry, science and religion, but one feels that 
all three end in mid-air. 

The author adheres so faithfully to using rela- 
tively nontechnical language that one can almost 
hear apologies when the term superego is found 
in the text. This book is an excellent introduc- 
tion to psychiatry for the medical student, resi- 
dent and doctor whose major field lies elsewhere. 

E. M. L. 


FUNDAMENTALS OF 
GENERAL SURGERY 


By John Armes Gius, M.D., Professor of Sur- 
gery, State University of Iowa College of Medi- 
cine, lowa City. 720 pages, illustrated. 1957, The 
Year Book Publishers, Inc., Chicago. $12.50. 


With particular emphasis on the pathophysio- 
logic aspects of surgical diseases, this textbook 
is written primarily for the medical student be- 
ing initiated into clinical surgery. Detailed de- 
scription of the technical aspects of surgery is 
completely omitted. 

The author and the contributors to certain sec- 
tions of this volume all have stressed the neces- 
sity of understanding the basic principles of sur- 
gery. They also have stated that no single book 
will ever contain all the answers, but that ac- 
quiring a sound groundwork in the principles of 
surgery is the first important achievement. 

The introduction of the text includes a very 
interesting account of the high lights of surgical 
history. This is followed by a chapter on wound 
healing, response to injury, fluid and electrolyte 
balance, and nutritional balance. Subsequent dis- 
cussions deal with shock, hemorrhage, infections, 
burns and tumors. Three chapters are devoted to 
the general topic of principles of surgical and 
operating room care and postoperative care and 
complications. The remainder of the book covers 
surgical diseases of the various regions of the 
body and includes a special chapter on abdomi- 
nal conditions in children. 

The fact that this text was intended primarily 
for the undergraduate student does not detract 
from its value for the practicing physician. Many 
of the new concepts, not found in other books, 
on stress, fluid balance and changing indications 
for surgery are up to date and authoritative. 

Y. S. 
(Continued on page A-130) 
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ANESTHESIA 
A Manual for Students 
and Physicians 


By Stuart C. Cullen, M.D., Chairman, Division 
of Anesthesiology, Department of Surgery, State 
University of lowa Hospitals, lowa City. Ed. 5. 
295 pages with 37 figures. 1957, The Year Book 
Publishers, Inc., Chicago. $5.50. 


As stated in the preface, this volume consti- 
tutes the opinions of the author, who treats every 
point in the briefest manner possible, stressing 
only what he thinks is important for the student 
and general physician. Information which he 
feels is not at all practical for the nonspecialist 
is omitted or is referred to briefly. The book is 
of pleasing size, has an excellent index and is 
printed on good paper in a manner which facili- 
tates reading. Despite the brevity of the text, the 
volume will be of considerable interest to all 
physicians, whether or not they are specialists. 

J.S. L. 


& CRAIG AND FAUST’S 
CLINICAL PARASITOLOGY 


By Ernest Carroll Faust, Ph.D., The William 
Vincent Professor of Tropical Diseases and Hy- 
giene, Department of Tropical Medicine and Pub- 
lic Health, Tulane University School of Medicine, 
New Orleans, and Paul Farr Russell, M.D., Staff 
Member, The Rockefeller Foundation, New York. 
Ed. 6. 1,078 pages with 346 illustrations and 7 
color plates. 1957, Lea & Febiger, Philadelphia. 
$15.00. 


In the time which has elapsed since the first 
edition of this book was published 20 years ago, 
there have been many notable advances in the 
knowledge pertaining to parasites in relation to 
disease. Control of some of these diseases by pub- 
lic health measures has been remarkable. 

Following the practice of publishers and au- 
thors, the new material in this edition replaces 
material that has been deleted or condensed: 
thus the size of the volume is not much increased. 
Several of the 50 chapters have been rewritten. 
The references which are considered important 
are so labeled and are placed at the ends of the 
chapters. The book is divided into five sections, 
of which the first is on general information and 
the last is on technic. The other sections cover 
protozoa and protozoan infections, helminths and 
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helminthic infections and arthropods and human 
disease. The illustrations are important and 
numerous. 

The information in this volume is the latest in 
the field. The style of writing is clear. While the 
physician, clinical pathologist and librarian will 
find this textbook authoritative and necessary in 
the study of clinical parasitology, even the casual 
reader will enjoy browsing through it. 

A. H. S. 


ESSENTIALS OF CLINICAL 
PROCTOLOGY 


By Manuel G. Spiesman, M.D., Associate Pro- 
fessor of Proctology, and Louis Malow, M.D., 
Associate in Surgery, Chicago Medical School, 
Chicago. Ed. 3. 316 pages with 129 figures. 1957, 
Grune & Stratton, Inc., New York and London. 
$8.75. 


Based only on the senior author’s 20 years’ 
experience in teaching and in practice, this book 
contains neither references to other people’s work 
nor a bibliography. 

The text is complete in every way, covering 
the embryology, anatomy, differential diagnosis, 
instrumentation, anesthesia and postoperative 
care. A section on various diseases encountered 
in the practice of proctology is extremely well 
described. Although some of the discussion is 
written in question-and-answer style, most of the 
diseases are handled under the order of classi- 
fication, etiology, pathogenesis, symptoms and 
treatment. Wherever indicated, the authors have 
placed in the text itself a prescription of the 
medication to which they have referred. Consid- 
erable emphasis is placed on the role of office 
management as well as home treatment, and 
many of the pitfalls in various aspects of proc- 
tology are well pointed out. 

New chapters added to this edition cover such 
subjects as injection treatment of hemorrhoids, 
pediatric proctology, ulcerative colitis, hidradeni- 
tis suppurativa, pruritus ani, coccygodynia and 
proctalgia fugax. New operations for anal incon- 
tinence also are presented. 

Although the physician who is not a proctolo- 
gist may feel that little advance has been made 
in the science of proctology, an examination of 
this book will show that much progress has been 
made in this specialty. 

S. 
(Continued on page A-132) 
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|ATARAX 


_inany 
| _hyperemotive 

state 
for childhood behavior disorders 
10 mg. tablets—3-6 years, one tab- 


3 let t.i.d.; over 6 years, two tablets 
tid. Syrup—3-6 years, one tsp. 


f : t.i.d.; over 6 years, two tsp. tid. 


for adult tension and anxiety 
: 25 mg. tablets—one tablet q.i.d. 
Syrup—one tbsp. q.i.d. 


fer severe emotional disturbances 
% 100 mg. tablets—one tablet t.i.d. 


for aduit psychiatric and emotional 
emergencies 

: Parenteral Solution—25-50 mg. 
{1-2 cc.) intramuscularly, 3-4 
P times daily, at 4-hour intervais. 
4 Dosage for children under 12 not 
established. 


Supplied: Tablets, botties of 100. Syrup, 
‘pint bottles. Parenteral Solution, 10 cc. 
Muitipte-dose vials. 


Reviews of ataraxic therapy commonly divide the available tranquilizers into three 
main categories: the rauwolfia derivatives; the phenothiazine compounds; and a 
smaller group of agents which are lumped together for the sake of convenience 
rather than because of any common characteristic. 


As a result, one significant fact is often overlooked: ATARAX (hydroxyzine) does 
not fit into any of these three categories. Indeed, by any logical criterion, it 
belongs in a class by itself. 


1. ATARAX is chemically unique. It differs from any other tranquilizer now avail- 
able, not in minor molecular rearrangements but in basic structure. 


2. ATARAX is therapeutically different. ATARAX is characterized by unique cerebral 
specificity. On ATARAX, the patient retains full consciousness of incoming stimuli 
—their nature and their intensity—but his reactions are those of a well-adjusted 
person. He is neither depressed nor torpid, and his reflexes remain normal, as does 
cortical function. Thus ATARAX induces a calming peace-of-mind effect without 
disturbing mental alertness. 


3. ATARAX is, perhaps, the safest ataraxic known. It is outstandingly well tolerated. 
Every clinical report confirms this fact.* After more than 150 million doses, there 
has not been a single report of toxicity, blood dyscrasia, parkinsonian effect, liver 
damage, or habituation. 


4. ATARAX is unusually flexible. This lack of toxicity makes it possible to adjust 
ATARAX dosage to virtually any patient need. In the lowest range, children respond 
well to 10 mg. or one teaspoonful of syrup t.i.d., while anxious adults usually are 
treated with 25 mg. q.i.d. Yet, if needed, the dosage can safely be raised: in more 
severe disturbances, dosages up to 1,000 mg. daily have been administered without 
adverse reactions. 


In reviewing your own experience with tranquilizers, remember that ATARAX is in 
a class by itself; that you cannot judge it by your results with any other drug. To get 
to know ATARAX at first hand, prescribe it for the next four weeks whenever a 
tranquilizer is indicated. See for yourself how it compares. 


*Documentation on request PE ACE OF MIND ATA RA x 


(BRAND OF HYDROXYZINE) 


Medical Director 


New York 17, New York 
Division, Chas. Pfizer & Co., Inc. 
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> OBESITY 
Its Cause, Classification and Care 


By E. Philip Gelvin, M.D., Associate in Medi- 
cine, and Thomas H. McGavack, M.D., Professor 
of Clinical Medicine, New York Medical Col- 
lege, New York. 146 pages. 1957, Paul B. Hoe- 
ber, Inc., Medical Book Department of Harper 
& Brothers, New York. $3.50. 


According to a statement by the authors, the 
purpose of this somewhat brief exposition of 
obesity is to present a practical program for its 
management. The program given is a rather 
conventional one, but numerous useful sugges- 
tions are made which obviously stem from con- 
siderable experience in this field. 

The classification of obesity is perhaps open 
to question, particularly in the use of the term 
“Frohlich’s syndrome”; however, this does not 
detract from the balance of the book. The use 
of anorexigenic agents is an important part of 
the approach, but each patient is told that these 
drugs are secondary to the diet. Regular visits 
to the doctor are found to be important in en- 
couraging adherence to the diet and accomplish- 
ing reduction in weight. 

C. F. G. 


Books received are acknowledged in this depart- 
ment. As space permits, books of principal interest 
to our readers are reviewed more extensively. 


Some Milestones in the History of Hematology. By 
Camille Dreyfus, M.D., Chef de Laboratoire a, |’H6pital 
St. Antoine, Paris. 87 pages, illustrated. 1957, Grune & 
Stratton, Inc., New York and London. $4.50. 


Suprapubic Closure of Vesicovaginal Fistula. A 
monograph in the American Lecture Series. By Vincent 
J. O’Conor, M.D., Professor and Head of the Department 
of Urology, Northwestern University Medical School, 
Chicago. 53 pages, illustrated. 1957, Charles C Thomas, 
Springfield, Illinois. $2.50. 


Tumor Surgery of the Head and Neck. By Robert 
S. Pollack, M.D., Clinical Instructor in Surgery, Stan- 
ford University School of Medicine, San Francisco. 101 
pages with 49 figures. 1957, Lea & Febiger, Philadelphia. 
$5.00. 


Enuresis; a Clinical and Genetic Study. By Bertil Hall- 
gren, M.D. 159 pages, illustrated. 1957, Ejnar Munks- 
gaard, Copenhagen, Denmark. 


The Story of Peptic Ulcer. By Richard D. Tonkin, 
M.D., Westminster Hospital, London. Illustrated by Ray- 
mond Keith Hellier, F.R.S.A. 71 pages. 1957, W. B. 
Saunders Company, Philadelphia and London. $2.25. 
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A System of Ophthalmic Illustration. American Lec- 
ture Series. By Peter Hansell, M.R.C.S., Director of the 
Departments of Photography and Illustration, Institute 
of Ophthalmology and Westminster Medical School, 
University of London, London, England. 114 pages with 
78 illustrations. 1957, Charles C Thomas, Springfield, 
Illinois. $5.75. 


Stedman’s Medical Dictionary. Edited by Norman B. 
Taylor, M.D., University of Western Ontario, London, 
Canada, in collaboration with Lieutenant Colonel Allen 
E. Taylor, M.A. Ed. 19. 1,656 pages, illustrated. 1957, 
The Williams & Wilkins Company, Baltimore. $12.50. 


Oligophrenia in Combination With Congenital Ich- 
thyosis and Spastic Disorders; a Clinical and Ge- 
netic Study. By Torsten Sjogren, M.D. and Tage Larsson, 
M.D., Department of Psychiatry, The Caroline Institute, 
Stockholm, Sweden. Translated by Victor Braxton. 112 
pages, illustrated. 1957, Ejnar Munksgaard, Copenhagen, 
Denmark. 


General Techniques of Hypnotism. By André M. 
Weitzenhoffer, Ph.D., Stanford University and the Cen- 
ter for Advanced Study in the Behavioral Sciences, Stan- 
ford, California. 460 pages. 1957, Grune & Stratton, Inc., 
New York and London. $11.50. 


The Medical Interview; a Study of Clinically Sig- 
nificant Interpersonal Reactions. By Ainslie Meares, 
M.B.B.S., Melbourne, Australia. 117 pages. 1957, Charles 
C Thomas, Springfield, Illinois. $3.50. 


Practical Allergy. By M. Coleman Harris, M.D., At- 
tending Physician and Chief of the Department of Al- 
lergy, San Francisco Polyclinic and Postgraduate Col- 
lege, San Francisco, and Norman Shure, M.D., Associate 
Clinical Professor of Internal Medicine (Allergy), Col- 
lege of Medical Evangelists, School of Medicme, Los An- 
geles. 471 pages with 25 illustrations. 1957, F. A. Davis 
Company, Philadelphia. $7.50. ° 


Chronic Illness in a Large City; the Baltimore Study. 
Vol. 4 in the series, Chronic Illness in the United States. 
By the Commission on Chronic Illness. 620 pages. 1957, 
Harvard University Press, Cambridge, Massachusetts. 


$8.00. 


Medicine and the Law: A New Frontier Opens. By 
Oliver Schroeder, Jr.. Associate Professor of Law and 
Director of the Law-Medicine Center, Western Reserve 
University, Cleveland. 260 pages. 1957, reproduced from 
vol. 5 of the series, Cursos Monograficos, Cuba. 


The Physiology of Gastric Digestion. By A. H. 
James, M.D., Senior Lecturer in Medicine, Welsh Na- 
tional School of Medicine, Cardiff, Wales. 192 pages, 
illustrated. 1957, Edward Arnold Ltd., London. Distrib- 
uted by The Williams & Wilkins Company, Baltimore. 
$7.00. 


Host-Parasite Relationships in Living Cells. A sym- 
posium sponsored by The James W. McLaughlin Fel- 
lowship Program, University of Texas Medical Branch. 
Edited by Harriet M. Felton, M.D., Chairman, McLaugh- 
lin Committee, University of Texas Medical Branch, 
Galveston, with 11 contributors. 245 pages, illustrated. 
1957, Charles C Thomas, Springfield, Illinois. $6.50. 
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Personal Diary 

and Observations on 
Medical Life 

by MORRIS FISHBEIN, M.D. 


Nov. 3—To the usual Sunday 
brunch came assorted grandchil- 
dren. Thereafter to the Drake 
Hotel, where the Opera Guild 
provided a high tea at which 
those who wanted to get high had 
opportunity to buy expensive 
tickets for the materials. Here 
were all of the stars: most gra- 
cious of all was the great Tebaldi. 
Then to dine on excellent steaks 
with Marvin Welfeld, Vatz and 
Eisenberg at the Standard Club. 


Nov. 4— With Lester and Mar- 
jorie to dine at the Tavern and 
to hear “La Bohéme,” and about 
opera old Pepys feels as he does 
about jokes—the old ones are 
the best. 


Nov. 5—To confer with Dr. 
Charles Lawrence and to sit with 
committees of the Lyric Opera 
on raising of funds—and the 
work for the opera is becoming 


a habit. 


Nov. 6—By the morning 
plane to St. Louis and then driv- 
ing with Bill MacMillan to Al- 
ton. Here at noon conferring with 
some 40 doctors on the problems 
of the day, meeting former stu- 
dents, the son of Mather Pfeiffen- 
berger, and W. W. Billings, E. F. 
Buzan, Richard Gross and many 
graduates of the medical schools 
of Chicago and St. Louis. In the 
afternoon to journey through St. 
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Joseph, St. Anthony and the Al- 
ton General Hospitals, finding 
them far behind in keeping pace 
with modern developments in hos- 
pital construction and facilities: 
they badly need funds that are to 
be raised. Hardly a vacant bed 
was to be found and the crowd- 
ing in some of the rooms well- 
nigh unbelievable. Thereafter to 
the great dining room of Owens- 
Illinois, where about a thousand 
were in attendance, and sat with 
Dr. Harry Mantz and Spencer 
Olin of the Olin Mathieson 
Chemical Corporation; all made 
addresses to stimulate the citi- 
zens to do their best for the hos- 
pital improvement. Then rushing 
back to St. Louis and by the 
night plane homeward. 


Nov. 7—This morning a pleas- 
ant visit with a gentleman repre- 
senting the Department of Inter- 
nal Revenue, discussing with him 
philosophy, economics, account- 
ing and taxes. Then came Stan- 
ley Henwood to work on the pro- 
ceedings of the International 
Poliomyelitis Conference, and 
Ben Koven with his autobiogra- 
phy. In the evening to hear a 
beautiful concert by the Chicago 
Symphony Orchestra. 


Nov. 8—A conference with 
Georgianna Richards and Al 
Dorfman on ways and means for 
La Rabida. In the evening to 
dine at the University Club with 
Dr. Karl Meyer and the board 
of the Hektoen Institute. Dr. 
O’Donoghue was elected treas- 
urer, and Sam Hoffman, Irv 
Kupcinet and old Pepys discussed 
the intricacies of the constitu- 
tion and bylaws. Great progress 
is now being made in this re- 
search function of the Cook 
County Hospital. 


Nov. 9—A day at the desk 


with much reviewing of the cur- 


rent periodicals and in the after. 
noon to see on television a great 
football game. Reading now “The 
Actress,” by Bessie Breuer, 
whom I met some 30 years ago 
in Hollywood. Here a fine de- 
scription of the inside of the Hol- 
lywood movie industry. 


Nov. 10—Come Justin and 
Ann with their progeny, and 
working with Justin on problems 
of editing. In the afternoon Dan- 
ny developed a temperature of 
103° F., and showed such facil- 
ity in taking his temperature and 
looking down everyone else’s 
throat with a flashlight that he 
seems destined to carry on the 
medical tradition. 


Nov. 11—A conference with 
Edelman, who does public rela- 
tions. In the evening with Dr. M. 
Edward Davis and his gracious 
lady to dine at the Tavern and 
then to hear “The Marriage of 
Figaro,” which features a differ- 
ent Figaro than the one who 
sings in “The Barber of Seville.” 
For this the Lyric Theatre had 
developed new scenery which 
was rococo and gimcrack, de- 
stroying rather than creating il- 
lusion, but the music of Mozart 
is always to me more delightful 
than the stentorian blasts of 
Wagner. 


Nov. 12—At noon to the 
Nurses’ Workshop of the Chicago 
Heart Association, guided by 
Mary Courtenay, and meeting 
there George Fenn and Gerry 
Stamler, and spoke on the doctor 
as a patient, while George LeRoy 
presided. So told them of the ill- 
nesses of Pavlov, Osler and 
Zinsser and many others of 
whom I had knowledge, and then 
spoke of the troubles of old 
Pepys. He had three wonderful 
nurses—wonderful, but old and 

(Continued on page A-142) 
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Effects of anticholinergic drugs on peptic ulcer’ 


Atropine AnticholinergicA AnticholinergicB Parniton 


Daily Dose 1.6 mg. 400 mg. 120 mg. 200 mg. 
No. patients and 37 27 16 21 
length of follow-up 11 mo. 13 mo. 9 mo. 11 mo. 
Results: 

Good to excellent 51% 74% 56% 76% 

Fair to poor 49% 26% 44% 24% 
Recurrences: 

None 16% 22% 13% 19% 

Few 46% 48% 50% 57% 

Same 38% 38% 38% 24% 
Complications: 

Hemorrhage 5% 7% 19% 9.5% 

Perforation 0% 4% 0% 0% 

Obstruction 0% 4% 0% 0% 

Surgery needed 3% 4% 6% 0% 
Side effects: 

Oral 38% 78% 25% 14% 

Visual 11% 48% 6% 0% 

Sphincter 11% 15% 0% 0% 


Available in three forms: tablets of 25 mg., plain (Pink) or with 
phenobarbital, 15 mg. (Blue), and parenteral, 10 mg./cc.—1 cc. ampuls. 


Dosage: 1 or 2 tablets before each meal and at bedtime. 
Parenterally, 10 to 20 mg. every 6 hours. 


Also available: PATHIBAMATE** Meprobamate with PATHILON Lepeatr, 
for gastrointestinal disorders and their “emotional overlay.” 


1. After Cayer, D.: Prolonged anticholinergic thera 
duodenal ear, Am. J. Digest. Dis. 1:301 Tose. 


*Reg. U.S. Pat. Of, Trademark 
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not beautiful. All of them had re- 
tired, he said, and “the night 
nurse retired before I did and 
slept longer.” Then to the Pal- 
mer House where some hundreds 
had assembled in the Grand Ball- 
room for the Public Relations 
Division of the Woman’s Auxil- 
iary of the Chicago Medical So- 
ciety. Here Norris Heckel pre- 
sided; the St. Luke’s-Presbyterian 
combined chorus sang some sev- 
en songs. All the members were 
just beginning their nursing pro- 
fession and had had but one 
month’s practice in community 
singing. Old Pepys spoke on 
“Medical standards and medical 
progress.” 


Nov. 13—To luncheon came 
Walter Kahoe and Geiling, with 
pleasant discourse of new proj- 
ects in medical history and pub- 
lishing and biographies. 


Nov. 14—At noon to the an- 
nual luncheon of the Chicago 
Heart Association, where Louis 
Katz and Robert W. Wilkins 
spoke. Wilkins reminded old 
Pepys of the time some 20 years 
ago when he and old Pepys 
shared the program of the Massa- 
chusetts State Medical Associa- 
tion. Here, distinguished service 
awards were presented to Sidney 
Straus, DeWitt Clough and Katz. 
Wilkins’ address was entitled 
“Divided we stand,” and was the 
most sound and efficient denunci- 
ation of united, federated and 
combined philanthropic drives 
yet to be assembled. Again in the 
evening to hear the orchestra— 
this time in a mixture of music 
by various composers. Present 
was Tcherepnin of De Paul Uni- 
versity to hear the first perform- 
ance of his own composition, and 
the soloist Philippe Entremont, 
only 23 years old, provided a 
symphonic variation by Franck 
and reminiscent Spanish music 


Dr. Pepys’ Pages 


Johnny had been misbehaving in a 
determined, highly effective, stubborn 
way. To the child psychologist his 
mother explained, “He’s not a bad 
boy, doctor. I could punish him, but 
I don’t want him to be frustrated and 
bear the scars all his life.” 

“IT agree with you, Mrs. Smith,” 
said the medico. “This is a difficult 
problem. You'll have to handle Johnny 
carefully. Remember, we are dealing 
with a highly sensitive, high-strung, 
emotion-filled little stinker.” 


* * * 


by de Falla, which we thought 
most representative of the Alham- 
bra and Cordova. 


Nov. 15—All this day at work 
on the Proceedings of the Inter- 
national Poliomyelitis Confer- 
ence. In the evening to dine with 
the Wilinskys at Al Farber’s 
Steak House, which is of the 
best; our host presented each 
with a memo book containing 
calendars, recipes for mixed 
drinks, and a formula for a 
cough syrup containing honey, 
lemon juice, glycerin, lobelia and 
whiskey—probably out of an old 
eclectic text. Thereafter to the 
Friedells’ and did very well in 
mathematics. 


Nov. 16—At the desk until 


_noon, when Charles Wilinsky 


came to tell of the problems of 
the Harvard School of Public 
Health; later, watched the amaz- 
ing performance of Notre Dame 
against Oklahoma. 


Nov. 17—On television a re- 
vealing view of the evangelists, 
and deeply moved by Ed Wynn, 
who was in “On Borrowed 
Time.” Then to dine with the 
Winstons and met there the 
Joseph Schildkrauts, Rabbi Si- 
mon with his lady, and many 
other friends—all dining sumptu- 
ously. Here Schildkraut told 
many tales of the staging of the 
“Diary of Anne Frank,” and of 


his career since | first saw him 
in “Liliom,” so many years ago, 


Nov. 18—At noon to the 
Kungsholm, and had luncheon 
with the Schildkrauts. In the eve- 
ning to the Tavern, where came 
the Friedells, and then to hear 
Bjoerling, Cerquetti, Turner and 
others in Verdi’s ‘Masked 
Ball,” a great opera with a his- 
tory more dramatic than its plot. 
Driving home with Sam Pearl. 
man, exchanged wisecracks anent 
sputnik, and thought panic more 
dangerous than sputnik. 


Nov. 19—To luncheon came 
Joseph Mandell, talking of new 
ventures in fund raising for uni- 
versities. And all this day catch- 
ing up with the periodicals that 
pour in on us in profusion. Read- 
ing now a new work of George 
Marek, “The World Treasury of 
Grand Opera,” an anthology of 
well-nigh 700 pages of history, 
fact, fiction and comment—a one 
volume library of beautiful liter- 
ature. Our local critic, Cassidy. 
commenting on Cerquetti, spoke 
of her weight and her dyspnea— 
or shortness of breath—which 
prompted old Pepys to say we 
needed a musical analysis. not a 
diagnosis. 


Nov. 20—To the Standard 
Club for a conference of the Ad- 
visory Board to the Municipal 
Tuberculosis Sanitarium. Here 
were Irons, Lichtenstein, O’Brien, 
Holmes and Campbell to unravel 
the complexities of state, county 
and municipal obligations. Mas- 
sive new immigration into the 
city has created new problems 
and revived old ones. Thereafter 
with Mistress Pepys to the fur- 
rier and marveled at the scope of 
this business where now genetics, 
costume design and fashion in- 
termingle. 

(Continued on page A-146) 
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TRESS SPECTRUM:EPS demonstrates that there is a Wyeth normo- 
sic drug for each of the three great segments of this spectrum. Thus, the 
ysician now has a specific drug for nearly every patient undergoing mental 
physica! stress. 


QUAN'. in the Stress Spectrum: EquaniL, anti-anxiety factor with 
pnounced muscle relaxing properties, for simple anxiety, tension, skeletal 
Juscle spasm, muscular tension. 


HENERGAN in the Stress Spectrum: PHENERGAN, for obstetrical and 
- and postoperative use. Psychic sedative with anti-emetic and antihista- 
inic properties; produces quiescence and potentiates CNS depressants, thus 
pel dosage requirements for narcotics, analgesics, and sedatives. 


PARINE in the Stress Spectrum for: 


hension and acute and chronic withdrawal from 
in in medical psychoses alcohol, 
ergencies senile agitation narcotics, 
ups alcoholism and other 
hallucinations addicting drugs 


delirium tremens 
pplied: Injection —50 mg. per cc., vials of 2 and 10 cc. For intramuscular or intravenous use. Tablets— 


mg. (green), bottles of 50; 25 mg. (yellow), 50 mg. (orange), 100 mg. (pink), and 200 mg. (red), bottles 
Mand 500. Svrup—10 mg. per 5 cce., bottles of 4 fl. oz. 


bnprehensive literature available on request 


parine 


YDROCHLORIDE 


Promazine Hydrochloride, Wyeth 


EQUANIL®*, PHENERGAN’ HCI}, SPARINE® HCI—A Wyeth 
normotropic drug for nearly every patient under stress 
*Meprobamate, Wyeth. {Promethazine Hydrochloride, Wyeth 
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Nov. 21—To meet with the 
board of the Lyric Opera on mat- 
ters of finance and stars for next 
season. Then to luncheon with 
Albert Pick at the Congress, con- 
cerned with ways and means for 
La Rabida, along with Al Dorf- 
man, Georgianna Richards, Rol- 
and Frieder, John Jones and 
Costen. In the evening heard 
Fuchs play Hindemith with the 
orchestra and also heard Tchai- 
kovsky’s “Fourth Symphony.” 
Finally finished “Atlas Shrug- 
ged,” which is more than a thou- 
sand pages of novel intermingled 
at frequent intervals with pages 
and pages of “soapboxing” about 
free enterprise. 


Nov. 22—At the desk with 
biographies of doctors, and com- 
piled a bibliography of the best 
for Herbert Evans. Reading also 
the autobiography of Bernard 
Baruch, which is classic in its 
simplicity, sincerity and admira- 
ble philosophy. 


Nov. 23—In the morning for 
a walk in the wind, then watched 
lowa defeat Notre Dame, which 
I was sure they would, and prof- 
ited somewhat thereby. For din- 
ner with Ilsa Veith at the Tavern. 
then with her and Maria Schild- 
kraut to hear “Lucia di Lammer- 
moor,” which was gorgeous, with 
Anna Moffo having a great ova- 
tion. Then picked up Joseph 
Schildkraut at the Erlanger and 
all to the Empire Room at the 
Palmer House, being greeted 
warmly by Fritz and enjoying a 
new magician called Del Ray, 
who was superb, and Johnny 
Puleo who, with his harmonica. 
is the best of his class. 


Nov. 24—This morning in 
the quietude of my sanctum 
writing editorials on selection of 
medical students and on the 
medical philanthropies. At noon 
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A SCIENTIFIC SUGGESTION 


The practitioner was in a rugged 
poker game at his club. He was tak- 
ing quite a shellacking until he finally 
drew aces back to back in a hand of 
stud. Everybody stayed and on the 
next turn of the card he drew an- 
other ace! Just then his good friend 
Willie suffered a heart attack and 
slumped over the table. 

The players all rushed him to a 
couch where he breathed his last. 
“What’ll we do now?” the white- 
faced players asked the doctor. 

“Out of respect for the dead,” re- 
plied the doc, “I suggest we finish 
this hand standing up.” 


* * 


to a brunch for the birthday of 
Oscar Getz, meeting many old 
friends. 


Nov. 25—At noon to channel 
7 to do a televised interview with 
Jack Mabley, gadfly of the Chi- 
cago Daily News. Met there Vir- 
ginia Marmaduke, who, as Ruth 
Jameson, gives advice to the love- 
lorn. For dinner taking Mes- 
dames Harry Gibbs and Town- 
send Friedman to the Tavern 
Club and thereafter to hear a 
thrilling singing of Verdi’s “Don 
Carlos,” by the Lyric Opera. 


Nov. 26—At noon to Cook 
County Hospital to discuss the 


tuberculosis problem with Hert- 


wig, Meyer, Novak, Irons, Turn- 
er, Piszezek, Egdorf and Lichten- 
stein, and worked out what 
seemed to be a suitable solution 
in view of increasing cases and 
decreasing budgets. Thereafter to 
the county jail to talk to some 
hundreds of inmates about basic 
health care. Next to the Black- 
stone with Byerrum and Win- 
ston, hearing Secretary of the 
Treasury Anderson enunciate an 
hour of platitudes about finance to 
300 bankers in the Bankers’ Club. 
Anything he said Baruch said 
better in his autobiography. 
Then with the Schildkrauts and 


Winstons to celebrate Maria 


Schildkraut’s birthday. 


Nov. 27—At noon to the 
Covenant Club to meet with 
Nathan Schwartz and his com- 
mittee in behalf of the Hebrew 
University. Next to the Chicago 
Medical Society with Irons, Hut- 
ton, Piszezek, Egdorf, Turner 
and Lichtenstein, who prepared 
a statement for the press and 
Governor Stratton on tuberculo- 
sis, which is now becoming a 
menace because of a great in- 
flux of the disease with mass mi- 
gration from the South. Next with 
Louis Mann and Harry Seltzer 
and the ladies to Joseph Kirs- 
ner’s, where Mimi had prepared 
a fine dinner, and the evening 
was thrilling with fine conversa- 
tions about education, music and 
sputnik. Heard today also a new 
definition of a phutnik which is 
a nudnik with a Ph.D. 


Nov. 28—Now come all the 
family and Sam Hoffman with 
Ruth, and altogether there were 
23, which made a gorgeous day. 


Nov. 29—This morning Jack 
Angell of NBC and a great tele- 
vision crew came to interview old 
Pepys on tuberculosis. In the aft- 
ernoon to a concert of the Chi- 
cago Symphony with a pianist 
named Istomin, and in the eve- 
ing with the Winstons to dine at 
the Tavern Club and after that 
to hear again “Tosca,” with 
Bjoerling, Gobbi, and Eleanor 
Steber, who was such a frolic- 
some blonde that it hardly seemed 
appropriate for her to stab the 
Baron Scarpia and to lay him 
out on the floor. 


Nov. 30—All this day at my 
tasks except for a few hours of 
witnessing the outstanding su- 
periority of the Navy football 
team over the Army. 
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